10

15

20

25

30

35

I L- 17RA- 1 L- 17RB ANTAGONI STS AND USES THEREOF CROSS
REFERENCE TO RELATED APPLI CATI ONS Thi s appli cation
wa@b@pmseorhe benefit under 35 U . S.C. 119 of U BCT/US2009/001085

Provi si onal Application Serial Nunber 61/145, 901,
filed Ja”“ﬁLMﬁRalL 4PRB ARAAGENT TS AR USESHEREOF
Application Serial Nunber 61/066,538, filed February
212, 2008, which are hereby incorporated by reference.

- FIELD OF TEROBB\WENERENCEITO REESFHED APPMEATIONS r el at es

tT‘P\ & a{&hlﬁ%{]p ;ggéo@se {r’% beh&?[]gtte??gur ec Elg E)f LA@”I}’ 8¥if'ﬁ%§5lﬁzation Serial
Numbef 6¢dH%.0901B flagy Aqryaweggr 108 and @oﬁ-rpl?r@xlsmnpﬁitqugcatlon Serial Number

61/066,638 kirr@ FemLry 28E bd0sewhibnhrd Bierkby insorPdrafed By reference.
I L-17RA- I L- 17RB heterorrerl c receptor conplex and

met hods of use are di HW%NND OF THE
I NVENTI ON The Interleu |n 1? 'Fam y I's a group of six
The pre§$rft %EMfoﬁlréIMeé fél IﬁEﬁébkﬁW?QlEérfbeacnd &l ﬂogﬁﬁ'ﬁlg Fhemberd Eﬁd the dlscovery

are’|
iat IL-{Jeq SRR AP s iFGRROT BPTTE RUSBITIRT GoraRLBE i Belpaialy Sctve.
Antagoftiéte offhe At TRA-I511R B &etetomesip peeaptsr dooplee and mietheds of use are disclosed.
G terminal regi ongaWRLROUNGRTHE IRATISANSer ved
(reviewe

cystei ne residues n Kawaguchi et al., J.

The InteQ*'ehl@ﬁ gﬂa@hl&%d |sixJstrdétdrdforelattd @tokitey bess@hafédlu Mekethrough IL-

17F, thqt ar%qﬁo%@ilnﬁ%eerﬁgﬂgttogf 'nﬁgh% rcﬁ%nsreauﬁgt%% gﬁ%ﬁrérsgucture level, the
greatesssimilarityappbart albalin ¢® Qdermhinelysdiom ehich oontdiasriolincogsasvadteysteine
residuek g’g\;l o if R'X\D?d/l‘ﬂcﬁl%t letJ Aﬂ'ergy CalgmmunoEVﬁg%S 2034 £i&ﬁié’rand Linden,

immuniS; 7. 208l CHIeHFUMBHSC el oS BB hAR SR found to share

structuraidediiires sith ciating lawt faiily greivthahctors ROOmwithadt al., Re€1, EMBO J. 20:5532-

A;
s41), 4353 Homglimefigtglids nal Jéa%ésgﬁﬁqfi‘%mm ogmeri and
heteromegigicpyntesptructurast (e efryfpé 5, (el Reyrdienroaticd: BPEHB LY Rarker2QRs, Neuron
42:52998%)f erent nenbers of this famly have been identified

(IL-1 RAthrough IL-1 RE), several of which al so
IL-17 redegt@s dY-12R) @sanfatn v éangiylof latagl Tiype | ahismgmbine bfoteirfso Five different
membeHB?'ih|§@)ﬁll§aﬁ§ve%§erﬁjﬁ9rﬁ¥ecﬁ @?Iﬁﬂg{r&gﬁlﬁghﬂ@) ?é’i/@rall-bflmﬁdﬂaalso display

tokine "G owth Factor "R

a'ternatw&sa@s‘g'}gw@ soluble fRsprg haf may ack eadecey “?fﬁP‘PTSr%?'ISf"@g Linden, supra;

" Moseley étda‘kpeytdlemd GroivtH Fagton &ev.ardd 55 200%)e althaigb Wi1 IRA danmmltamerize,

o mdepe@ o?%%@l 410\4 h%&%ééﬁ%h@%ﬁ?mm?é bl?loﬁ ?%@Bgtgf Igegémrln@% r@%ép%r

complewgrswbwﬁp@omt 2. of B TG 360291, tectaspBHiso] ©iqton pfother
heteronwufm emeeon(wdxbh wthérn@nﬁﬂaﬁmm s6lubl8 ermb), end resunting, bictattal
activity, dF v ovas pgervﬁouglly ualhngwgt and o}ﬁe aspe?\n%ghthg\@achogg grsﬁbc?&i{'ﬁééfs of the

asp ect
inventioandre @iavidad.s of the | nventl on, are provided. BRI EF
DESCRI PTION OF THE FIGURES Figure 1 is a graph

of an |- 178 | (ERRED AN ERIRER" 0ol S

-Figure ﬁﬁ% Cq%%hrﬂﬁ%ﬁ‘étha tr%béf%l:tg %q a'npamyggrre(sbgr@vegés\é%'ﬂar{\@'ql 7§ﬁqL 17RB

antagonist. The open C|rcles depict results obtained in mice (N=4) given MSA and MuFc; the open
squares depict results obtained in mice (N=3) given IL-25 and MuFc; the closed triangles depict
results obtained in mice (N=3) given IL-25 and M751.

Figure 2 presents a Western blot, prepared substantially as described in Example 11. Lanes 1 and 4
contain molecular weight markers. Panel A was blotted with anti-IL-17RA, Panel B was blotted with
anti-HIS. Lane 2 presents an IL-17RA:HIS positive control, lane 3 shows the results of precipitating
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squares depict results obtained in mce (N=3) given

I L-25 and MuFc; the closed triangles depict results
wWobitaitsdds i n mce (N=3) given |IL-25 and M/51. FCTUSB®OR001085

presents a Western blot, prepared substantially as

IL- 17Rﬁ€'ﬁf§\kilhltlﬁq7h§ FEX?JH% 5eq<és]entslagnl?$TFSD ﬁ@jpo%bl%’ggnﬁblnlane ﬁlndlcates that

ar wei gh [otted wt
IL-17RERHS CEI”EOtPFFRh?C'PF”%ltﬁ%W't*B"-V\H§Bbﬁ°ot ted with anti-H'S. Lane
F@urﬁr38§8 Qiaﬁh AOstiatingldiRAY I ferieesdntiveress (MHR) of mick anen GQVA asthma

model 1fc1_m % e14r E%ﬁ"eln%ségtof Mide W rgkﬁaff}e grég%hézg%%én%rhgtions of

resent s  an
methacheline eod the |camge@1 'i’lﬁ‘dlﬂ gkave basalipne+SEM wasmsiowletedc annot  be

F@ﬁr@oﬂ |lﬂlsfrﬁ5§ﬂxl%ﬂéﬂy ﬂebst&ﬁ&aRE}?m midedh bR O@Ala‘éthﬁwagﬁcﬁﬂéi‘es described in
ExampI;er14 t : at Mg tr%slrég\a é&yao %ms %%gﬁjbr}/%@ ISIE%PBWP\ for e?ﬁrﬂ t%%tment

grouptS,EMd:Ig\Ee éa prleséritenegetd framt Experiroend dstbrftprcorredmentat | ons  of
Fig&kRak %L% R aﬁm‘é@su& B@th& B%ﬂ%alv@olﬁ&&”ég@ﬁ@&’ ARS&IlBRPE

was ca ate | ustrates
describpeh %@@ﬁ'&é‘*(%z?"mw% i %eéuvsrﬁhawn WAO%@%%‘&@%C&%S (4b)
eosinofhés ¢4d) hedrophilsExdanphehotytes, ldba (Mepmawaphages iEstiacicd CR)le represents

BALF c@ﬁu(:f‘a% 5 trﬂ&lsg UENR k) sle§c %Js%er@@é?ﬁrrﬁédqﬂng%m
T Gure 4a

resenS results from Experi nent
nonparametm)orferw wa%laltnne Myltindg ¢ @mpsriseroEeshtR<G:
F@%'6M§tlﬁmlélfto Eigerels Btﬁt(bhﬁauhty aliey frdnfEagemEnt2i of E dBAIE) 4. Results

shown ﬂg éﬂ%{@&kﬁ%a qg’ukggy & EF‘F 4@?’ r%lut]ro hll? J%&g{yte]s and (4e)

macropbagsisnoiphitical andlyssp cwemr\scqure per{argd ms)mpw@waé

Bonferréﬂl%)mmgm%&ﬂe% peoadspsed circle represents BALF
nouse, _Stat i ana

arity
F ORIt ey BoREKrearRR Eare 34 s Ry FEdotg pALF (.
leukocytesy (4BNEDgmophils N4 Eunentraphlidi (4d) fymeh@ytes and<ée) mMasrphdges. Each closed
circle réb?&eﬁébALFb&Mfaﬁty@roh’?on%'rﬁﬂugé‘rStét@tldél Q\Lé‘y%e@conkﬂéﬁsdﬂ& %@Heﬁormed

T rom Exper i nment 0 421 Rﬁe& L
using a4)0RParRpeffic mveV(%QVA W'&RW"@&“P“%) mpaé'am E
Figde)8 instrateoPALH K.;13(cbtkentrativph bary tméee, in anOVA4ethma model IL-13

concenf@t?or 9 Rgl%gﬁe%surgh @g EﬁItSLAQr@IBAﬂﬂY@\Jb\/p?&Sﬂo Fmﬂﬁﬁa?’ it if'% §é°parate

ormed USI N one I\é Bonf erroni
expennmrqasmeecr@ew xpEple He(at Expefmentds() Expegieat 7 () Fxpesifegt 3. Each
closed EiRfdihdicatdsy MI@W orieafdusd, Hdrxerg likesliddicaRegrlih mearso@pmparisons

among(angagjfg %tgﬁltpeﬁé ﬁ‘% iag, ewgﬁ_ﬁé%bgﬁ () eosinophils,

ro hoCyt &s, and (4e)
Fmar@ramemgeﬁALEéleﬁ cericgateations fram @nop@p@re@%pgthrmgpdel IL-5

concen?r@tkdnb' Wéfe' rhdashife@ By ENBANPBAER saripMsl o iBd@lid@iN Rlicg €S separate
experl S ons V\ﬁxmﬁﬁﬁf o(rﬁgﬁgqeﬁrl%srqgo@bgg Il ar g Expe%pn%nt 3. Each

closed (:lf‘qtadﬁdlcmés a Wy from e rhousethiciizerdal Bm_snndlgatq_goup means. Comparisons
among QRIBEREFeHONRA USIREE Bh&Gay ANODA GYbp st hma nodel . 1L-13
concentrati ons were neasure 3@ g
Fiobtsn0illyairaseRpaym™ RnceNtaions @g?fg%/%%fe"eﬂ BéEP it 9 'égﬁ)a' mice in an
OVA asliesa miobe ds descbealip Erardple 1t( &) (aEExperimamtrit (b)LExpetipent 2 (c) Experiment
3. The E@?gﬁrlda Eer@ratl n(fSr) ecaE:ﬁ RRULLTE HHdicated FRRF B L QP& IeChHbMzbR Al lines

tes a va romone nouse. Horizontal |ines
indicatg grevwﬁ@sg%n@frﬁmone@wa$ WETSRSTTOISH §SIBe B PR WALRRNOVA
*p<ooeperforrred usi ng a one-way ANOVA. * p<0.05. Figure 9

FRLE ure ﬁ;b‘i'esseﬁlAlnE\g h'}togogg %Q&§$ﬁgn§b}ogﬁ§offrﬁ|% gh 6?/A' ddthHa r’%‘{f%i as
descrlbed |n Example 14, Experiment 3. *p<0.0001 using an unpaired t-test for statistical

comparisons.

DETAILED DESCRIPTION OF THE INVENTION



10

16

20

25

30

35

concentrations were neasured by ELISA in BALF sanpl es

fromindividual mce in 3 separate experinents as
walemensdsedd i n Exanpl e 14: (a) Experiment 1, (bPCT/US2009/001085

Experiment 2 , (c) Experinment 3 . Each closed circle

The secl,tlgt‘?i h&RAreS uSediithdheark TQHY: C%'ﬂﬁaﬁmgl%r pobIN drfyPANaBre hdtESe construed as

I ndi cat € means npar 1 sons anbng groups were
limiting ghe SHBRTHIE %SE‘?eFr@”b&done way ANOVA. *p<0.05. Figure 10
StandargL?c%SIq}rJ%t r]rem% dtsc’e\eltlgsg q‘% QGQ:%%EInP?]tdg%\n %{QOL%JI%E‘ded se tn%ggf qggue éﬁlture and
transforgnatier pigtain puiificatianrplce Enzymatie re@ationsrpkpyrifieation g_ec(lrpjgues may be
performed B&JokdFRtD th rﬁ&)ufd’%!ﬂ?&"s'sﬁ?d’ﬁcat?ons ol & coRffidh éc&ﬁnpllshed in the art or

t.
as cescERLRIPT P8 BIoWig T SEHER 579 (ERI RS P S, Peliaes according
to convéldinma meghods welhigogn gy the ps andaasadqsavdednmwadousgamgraaand more specific
referenéé@%a\f\@bé AN didcubsed ttQ'éughgbtgHé' @pe&ﬁca%r?ﬁ@&t 8. &/@Q&brook etal,

olog/scoresfrom [
2001, Mpisger SN dchabiilon HebehrtnFd G99 SR ARt Agbaaior Fross, Cold
Spring Agrsél, ROQ Whichiisigcanporatag eéreia thy reféresde foraany ptidbses tUrteks specific

defi nitioﬁ? QF@%‘P&V&%Q% e %éar"claﬁpe %%qfﬂxf mec%l? g:h E'ﬁﬁtﬂe%ﬁ&%lagdures and

used
techn'qw@é@@élst'cemfyméﬁw sgadicrhemisty. ped 6‘@ﬁ'§'ﬁ?'@é‘é PhayMareHticql gpmistry
describéd¥er&in! bueaﬁdsewlkﬁdwroheﬁ%mh@my u§édaﬁ1 ch%raak tswiaaﬂdqe@auqt@symay be

use tof et Bl Reqrh SN D es M acPARaL Rt by omiebp e ceiver

and tregimentfof paiienton etc. Enzymatic reactions and purification
techni ques nmay be perforned according to the

The Ch%ﬁ%ﬁ*ﬁEF%‘@Pu‘?'%"% a%@&i’?r?t@apf brly Rfrareadesgihedior erample in USPN

6,072,038; ¢s30q Junb 602000, Wiii¢h i incorpbraied hesdyi rbfetbnbeinats Bntirdth.€The amino

acid se{y%k# OWt%Maﬂ‘ﬁ_e ‘i’#ﬂ/?i% sRQh h SENBbRS Fo Eﬁ%’%ﬂi?e gﬁ]ﬁé&tLSL.XBank

to convent I onal

accessiprnymRer HNLOWé%sT hé ay4man held RAag ap Ndergningb pienal Periidel with a

predlcte@Qfeavéy@%Qé Ep;ﬁométeuy emsn mhmb adill 7 ahd 25l TRE ag@bl §s;ura5 Rdollowed
ecl

by a 29§ iamlng %88 fxtrewsl uIar@Prng n?rﬁlao a%c? E%rﬁg}eg}b alne%wﬁlﬂaﬁnd a35r’28 amino

. acid cytepiasmigygi!. dsgptple f@gnq;-gfmyman ILabdiAabhplbyl 7RARbEL, ar@gﬂ;qﬁdl #thé mgthods of

the presléﬁtr iRRhtioNhdude tMOEERCAIBIal mlrpﬁésﬁﬁuég 11386 6} Rsibes 28 320 WhICh
ference

exciutel e SgFglegll) o LR o YPeIHBLA TN BoiiREEE Prpapacly to bin
IL-17A. v@dthér foransebf Lk RIAd et meet usefpl ip thecrresentisventich ingedennateies amf variations

that are%ﬂl@ééftbb%bn 6% %hébé% am%%i‘&'u&‘enﬁt? %éhétxle IBRERATR felal@lthe

har maceut i cal hem str){ descri b herein are

Capac'“t tﬁ 85‘8 Iwd{A aR HS%H“%\H@' URFAE. P?? e art.
IL-17 Resc);ﬁiohg élﬂg?ﬁgﬂaé}%qtggfanga oﬁﬁsegr% 8?1“2{'? héh%gq?qu%c |as those disclosed and

describeskie Hian &t alo @ncdgenent9:2898(RA000A Nicurtiel examples ingldde sesuengea available on
public d8thb&a%, BEH Ss, bﬂ—th'%t m%Q&G@ﬁBaﬁﬂ%b&gsw@ﬁ@ i g187@@d In addltlon as

cescr R ot Rt3s, S5 Edute SK ot BRoriati o varen

IL-17RA é‘s.%’cﬁa‘%&’sf \i’a\gﬁﬁ 19&@ & Brn¢¥ h{atg ﬁ'[ge?@ ‘Pe%e;}tﬁr éffﬁ%&? ik | s% c%(mlc!!} active
(ie. UPOSPB(QCH"H) of@@and ﬂaﬁ ree:sm cem9f¢2IS@swa(e@@nBHﬁksda%&%gr@hmto a cell upon
which it rﬂ.éibl%ﬁsd?il\/tegdlﬁri’gaﬁ)a blo'B@%alHéﬂﬁtQ shéir ab At clivhsof AIRNYs! Scratiombs
cytokme%I &ange |H%Pt Ih%%gy or abctlvatlon state of the cell, etc. ). Each member of a heteromeric
receptor complex is referred to as a “component” or “subunit” thereof. As used herein, “IL-17RA-IL-
17RB heteromeric receptor complex" (or “heteromeric receptor complex”) refers to a complex
comprising at least IL-17RA and IL-17RB; additional subunits or components may also form part of

the heteromeric receptor complex.
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predi cted cl eavage site approxi mately between am no

acid 27 and 28. The signal peptide is followed by a
wQBasion® aci d extracel lular domain, a 2 1 anmP@DUs0L001085

transnmenbrane domain, and a 525 am no acid cytoplasmc

Thus, cér@a'lrl asgé% mﬂ\@ln\‘;ﬂl%ar@fdr%}ﬁq@?génhs (%ER%néd%Hlb}ndﬂ'lZ %@leu‘@ at

ent | nvent
descrivgchfefah and Fetass PEeANNg M asgRARIPR ol - 2RA S Iy A apgor wit
additional@8¢eptoe SubRiBits3 20d thetebi pxertitgl @métioa osa funationplepdeptbe Foroplex (a

receptora %fmrpﬁgrﬁgagktcgg?t}lyﬁ b%?ﬁb Et%/?&;&}" (guﬁr snofttﬂ%ve?\ﬁcgr‘?%;%irawn to an

orns o
antagonish tet tarnc@ tbﬁséfﬂﬁf\rlhﬂ R hptewaerie rqcmi@rnﬁpmewx i 9 @[Syt or component

thereof, TEH& ﬁ\hiﬁﬁs ﬁﬁding/@fﬂlbﬁ{di (D@SlLIZb?énd%theaDth aanbtiddel Mmeeecepfd¥complex.

tity tot t |
s Lape e Ranien 75 SERN b sl B “Fuc A ke
heterongrie sceptorcomalek of a1 sulBPIthered’ 2nd@8vent actiygtiordemmcenrripg. Preventing
a functnc(ﬂaheggpﬂﬁ)corﬂﬁlgx frbrd bgﬁ@ Yorth @RI drBctivaRd aadheduBe Bme\ﬂarn¥ S|g nal

vansc s R AR S SO g0 B e AR G Bcton
Such mstacdsaind @stagorasts wbudle bensegful bl the trefineri a6 exiousintidmnaation laod

autmmn'ﬂ%% isblla'erFmatta ﬁﬁ}%ﬁ ﬁwy%: I@Sﬁh@ﬁ‘ﬁ@ athm%‘?b%gﬁnen{srbfthe

on escri bel ow, al so inc
inventiopjats] t@gﬁubfar Pyitg@esaye g mﬁﬁ'é?fta@taawa?tw %ﬂaf"ﬁtaﬁf Ye li- 17%M7RB
heteronﬂ.xﬁs&@é;ﬂbr&ﬁmme&hndghrtlaﬂda&.fy gelk @kpressingatell oIMBALIC-17REB 8gtt@meric

X that is biologically active (i.e. upon binding
receptor rl'gfjlleg)](and the receptor conplex is activated and

Moreovh ABRANAER eFnat bOAF.- 17#8& anﬁL-Q?HB aHaQ'@&h B ikEBmh b fdn%tlonal IL-25

expressed,” resulting i [ activit
receptof GRIREIIHS & SHGRPR. S0RR (b %ﬂ@nage"évtd&% Hﬁ‘é%'"s)g'??gﬁfgee“sf*ﬁ' "
inhibiting@F gritayoniging @mictugicalativityrof Bt28 &Fooéxatripie, erebitigerbioding protein that
binds toEo%?Br %%@%Burﬁt@ oPthE ?éc% tBFEJn%pTexr(BF%H@Te Qr‘PHrHib@a& th& binds IL-17RA,

uni t her eof .

As
or an anfisedy thit bisR 1L PTRE) emcRbIPAS DINCingEs" RERHTAS inecerepics perBplex by IL-25
wulbea:@mhaxagoh@fofmeserorrer| c receptor conplex") refers to

In saa1| bﬁé ntrs]:pt I tggon"i)stts Bfetﬁec‘ nvér{‘rlor}z&ls@'g%dlb %m@%ntlally pure” (or

MG bURAT €IOr
“substanfally h@ﬂmném@rbefr\@'écw@c é bQ éﬁf mc @ﬁbteé%“qfﬁﬁk%e (\‘!@?r? éheh m°'e°U'e is, for

examplé‘%%@pt@g 3 Mtlb@‘é?—‘éﬂ hBod) & éjrh&E&Idbtﬁ?jtaQ&ﬁ{ué of i& ddigin or source of
escrl pe
NS P LT v B2 G s SeEBbBlly v o

state, (3)lis- subStRBia(lyafne! afother nhlecues ftqnothalsameememem@)WFﬁSF@) by a cell from
a differéfd dodclRET &RY) R KEMNckidn hatLrRLINAE Lrholdedid st is @Iﬁ@hlcall synthesized,

recep tor conp a_receptor co L |
or SynMEsSiBRIT ca‘Har\%it@é)d'ffe&% pEg GEL P which "%Waﬁp?wwa‘es wil be
"isolatedlY fontlitsiaturdly agsbcaridagmposEntst hat bi nds the

Ir!‘f%éczﬁpéléé‘ m]ag%% Jéﬁ&e%@ rsr%s'ta(ﬁ |£I§Cr?egt PR éz‘s)éocnéléd @om;f)onents by

|b|ts bi ndi n
isolation, jugiae gurffication, teqhntqg%-)wedlma'owu BsiBeyaR e~ ACRAFaL {PSFISIBY Milepue puriy
or homéRAEI Inedy Ué%’@éy@u by Shumberfofi ebey walkpew is tiof art. Feor example, the purity

ofa poly;f_epﬁ%%inpl_eargﬁ %ss?%etd usﬁ?tp%@%)%%la%ﬁe %gae ec%ﬁh@re@g and staining of the

rone
gel to visyszatite paoeptise usaa@equemelwpwwth@ﬁrtf Fengeriain purposes, higher

resolutiGi¢ iy bd H8vided IMBIMgIHFLC2or btheEfbarzalel keeRh Be (IO uBRcation.
from being fornmed and/ or activated woul d reduce or

An “isojiteat’ antbgahisy (L8], atpraeis, cuslyipeptidaredpapédi oeart drdibetiyhvssnaesampanied

by at le 4 QAL LA ta%'f'lé(l Efvﬁ\ﬁ:h% IQﬁonln!aﬂ % iatdef ﬂzgﬁat@rﬁtété@tlh Bhe
ot Shre T Raten

an agoni st e usef
embodipesiomHi o 38 PO SRR R AN A 5eb! hath a0 By welght, o
the totallpr6@nAe s iveMadmp. €A tsnbstareiameslird) prdtéie cdrhpribdd tlleabVabout 75% by

weight gf%rt]ehtoV\@Yprot%{rr\t,)Qv% mégslsab%fut éd%s being specific, and at least about 890% being

4
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invention are useful for in vitro assays to screen for

ant agoni sts or agonists of the IL-17RA-1L-17RB
whedoensves i c receptor conplex and/or to identiPgT/TE100%001085

expressing the IL-1 7RA-1L-1 7RB heteroneric receptor

paﬂicul%éﬁf’% THBUERHRR lncgllags tlﬁ? g}’gdﬁggﬁ of Q?&tepﬁqrc;fh e cﬂ‘&%nﬁﬂ d

are require functiona
different rgaiitrpPr %hiﬁ"eﬁ'tqr%aéuglv tthe RERIntMRYRe madgeh p §'9("§‘E?6‘HY bigher
concentdtion gan idndntaIyGepd, tireighie tidealf adhauditsepromotenor high expression

promot% nmﬁg &htaLfﬂg pPotelrﬁ%mg Q{ %&r@%e% cgﬁc%hf?%foﬁ @vel@Ct ivity of

I'e, an antigen I'ng protein that
These &% B@t% & optﬂg rfahy 83pebts SHHRE Dhrlods BfbddiRedtS AR RVertiOidserbed
(for exanple, an antibody that binds IL-1 7RA, or an
herein. ant i body that binds IL-17RB) and inhibits binding or

c} | 0RO eceptor conplex by IL-25 will be a
1. E)Lse*ﬁ/ﬁaﬁ‘ﬁ a'{)nﬁaglgﬁs%f IL-25. In some enbodi nents, the

IL- 17R@5§s@8&@é §/ftr$lLolf7Rbh@fo'rrﬂ\é%@few?ﬁbn@?&e{)tbﬁ&;nﬂﬁ&%at %rblologlcall)s active

ubst ant 1 al or subst an eneo
(that is m&re@eﬂw@@d bWH'éd'f‘%Pfd‘Sa’?dsélsﬁf@és o s & 'a %%NH&? Eesplfpdn a'change in
the biologidabadtiviey df the dethrforesxamplle nduatiqodf yiRNAs| steretian plagytokides, clsange in
morpho%:aY mcltlpé?lgxzta{esbf ﬁe@l‘l %ﬁ:"ﬁl Q\ntth"ﬁ 'L%L WRr tﬂé%r%er|c réce {JtOI’ complex is

in or source of derl not assocl a
defined g ?h apreeiation (Pychassiyt n@t"we%@nﬁeﬁ@rﬂr%tem fderagtiopdippatigast L-17RA
and IL- 17IRE ﬁr@telﬁiﬁﬂlksmi@yeﬂta?fa&lete(cﬁﬂerﬂc%débbﬁ&o%’ﬁildxainhb(e éxtraeellor membrane of
L nol .ecu r o . S e . e
cells. T&? hg{e&ogﬁrlc ]{eceﬁg]%r cog’np?e]]g(eaﬂg rﬁlﬁin%énc Egg u1r§.cri fo?ﬂ_)-é%%@ém{%f‘éelg-ﬁRA
and/or lbd@BB attivatien Lifscundamsiged that th@lletﬂﬂﬁelLﬂﬁBB heteramasigyesaptpycomplex

may fur&aénédm.g@ 8dbitioR4l psafélﬁ 28l %@@Esh%%r@t@nh%)ut&[exéﬁﬁé &gignalling
nat ur

moleculslkp@/yrh%&écéf rl%n%rtlo E'g(ih—&/blslg?ag] CF?CSH,? Iapg re[;]:g?tdayggncg; indicates that |t.
may be drsvelved iatlledS sigmiinp @avell ((laudivl e @byl Jelnahgol. 183163, 2090@08waidhni et
al., J. mwm aaﬁ h@dﬂ yoofg; ‘ﬁ.e1ﬂ-'fA m&tvﬁbaiekaforﬁééqsdeabﬁéomwmsﬁ.s

ur i |cat|on t echni ques kn
effectuqt%i tprﬁggrhm\dlrcq c_:félT 17 %aﬁﬁmlly i"l?ﬂ‘ e'ﬁr ﬂ,tcglaﬁ,)but rl\%hr@&ﬂ tg IL-25 (IL-17E).
IL-17RABILFI7RB heterdsrme“rbgmpuot gormygex detivatisrsiayledbsbiyut & notilirbied tafinitiation of
intracellﬁ?iﬂgéna %/J:asgéh%g] ahdqd tr@arnﬁ eF R sufK ne 'traﬁ&ﬁpt%H 'n& ¥ranslation.

pept | sanpl e may Be assayed Uusi ng

Embodﬁ@ht‘é%?er Nl dﬁar@éyomeﬂs aﬁéhmrﬂfé?ﬁngéi !ﬁncﬁf@%r&biﬂé ha? Shhit trtehe
assomaa%%,?gt?u\#ltis ﬁ L{.f% RtAQang i{ﬁg#/%ﬁpé%é 3 pro r&ﬂ @qgrren?ng\/\éen IJ_ 17RA-

IL-17RB s@rbweiicrceniy chpipr, @v welkds foyantagomigs Filel. @ntigen dinklieg proteins) that
inhibit tﬁ@@rﬁhﬁng"@huéan‘&'ﬂ@"nL bB) tb Bf 11 AraLiRI1 7R B Mbfetdnidrit P&ept@ﬂcomplex or

VI R Ot
proteind) é@sbins torode ©f mblecsubmtite bi al ILVI7 RA-IWT RBhétéromsridrecepedricgmplex and
result lnaasgbgﬁa'rrﬂgtﬁ%l cﬂar{gtesthzﬂ Fe%rg% a{é%é%)%n okmgﬁgﬁhg?p@ﬁ%%%m&eg the binding
°f"ga”%theieé9a§ta‘%ﬂb%@t‘t"@€ﬂ% by weight, of the total protel nin
n sa bst ant.

“Antigert iy aBRTES vaes Bpreiys p omie Moy el biBgs dniesh regproet potein
(for exapwplet @ bubunitbtdn1ZRA-LtERB reteorner@08teplor ngmige of 4 hateroaadc receptor
compueﬁﬁself)eaésecﬁ.bagtbfn%g%@a% mpﬁaghqéh%wdm RE&H ﬁéschl%h-gpgfﬁnity for the

tion | |ono rot el rom
identified fRL9¢f PEPARIT LAY o aaotmffpf%?"énfvp&@@/arﬁpgm oy Hesk mee ratthe
equilibridintdissoadtion @bnstant e 101 ed €0 1 Myay <102 torathe' &t 0a<10® to <10"° M.
significantly higher concentration than is normally
Antigendinding prdieinrigéuderan angleodyf or &iagient theiresf.dhas sparically binds ian igentified

target pRd, @S sarwasnp Gerrek ﬁére.nSégc\benugeu peblide dpBiySdphdé haffpdericlly binds

the |dentlpedrtarget protgl(r)lnﬁﬁtg]gtegm% dlng pro?elns tﬁat inhibit the formation of an IL-17RA-IL-17RB
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These are but a few of the many aspects of the various
enbodi nents of the invention described herein. 1.

WO Re0¥/1B7d L- 1 7RB Ant agoni sts | L- 17RA associ at BGT/WE1009/001085
IL-17RB to forma heteroneric receptor conplex that is

heteronk}é'rle lré?:gbteﬁcl,oln%lé}%? {h‘é? nkibi hlﬂE binﬁmg mggn@t"ﬁér’e%&@ngﬁg thereby are

a Sl g ISt
efereq i ApreRis -1 S I HREPARIANFR ERBOGTETDE a7 KA (T grtggonss

may thusibindae by, pataif theXaniRAL-1 RBUetdranerafreceRidAsomgec(.et fodime complex

itself or?({ %%hﬂl%{h?%%f) aﬁ&iﬂﬁgﬁ ’g%@?tﬁgf@%x&fgé’ufgé%@ig t?éé?% nng? Pﬁﬁ' AvRA-IL-

17RB anfee@rﬁtwomﬁwwowgs geraieudly dafinahheigia s witias peptidge And
polypepBiSes. but not limted to, protein-protein interactions)

of at least |L-17RA and |L-17RB proteins displayed as
Activatiag drectivatoresfiaceceptoe fst definetidedireas theendagemsntiofions drumase intracellular
mgnalmﬁ?%&v%ﬂ% £ 15 dnSduchdl & r%%@l[:ﬁf@éﬂagnd @@eQ%ﬁ’JI tr&aRe R in

nimim 1s required for
respongelto 3 FIRICHRANIING 0.2 TPREFAEPPAPSPSSRION ISHol 25 Bk AR IgN g,
receptot:i@hd Inkedadtibn. 1Sigt trnstiddibn s tuesdiingesin, ds the capftirgy of aGigphldy

conversrg%%rotr%ne%‘ﬂ&snga?gpé’hhﬁﬁ)aﬁgrg‘\ {olaﬂ&ﬂér {QF Q}aﬁ“pﬁs |n(dell ?Lol’o y, the process by

which arggll eqnyerts mce,yglamnamnqog rgg}opsqjﬁuqhmg qugklmq pecretion, proliferation
or chan§é @nRfiVatifdstai8 sEMEeenand recent evi dence indicates that

It may be involved in IL-25 signalling as well -
“InhibitigriCineaty the aneaburad as a decréasmimanl activi® 2f &6IL71,7RA00I7RBhetedaneric
receptoﬁ&on@lex fol:| exalrrFH‘QJleecreés%%n ﬂw@ %’rmal?oq%?)a hetle,'on{'e?lgeéckﬂvto%ﬁﬁlex a

romeric tor conplex activation I s effectuated
decreaserii tig§dine 96ia9pd be- AR 17FgReeT fatm) 13,2 h%tﬁ'e@regc FEGRRIqS complex
(or at lea§t onb slibuRPtheltdof)] draticteasd ih-a2®ldglchtabHR)y in response to ligand such as IL-
= 1L 7RB,. [ i G R
T I T T e —
states oéﬁe"ismrloﬁ@ebipleglaal efiectm &Y PHepst 2&% alB&( 39%athie. B8N 38% A, 45%,

50%, 55, 80YS 669U CTV AT 5UC B L 859)96%] §8%, @R 160%] mroaasina&d.maqt the
onl st s

E ] d t
amago I SRR e SEEEr R BRI SR e oy o
at least §0%s 4150 1H08s 6Q%. 8%, 8PV, APRAr ARY6;|in andtRBemhedivent, the antagonlsts of

the .nveaﬁ&ﬁﬁmf ah KAty Dy s ﬂaaét@S%oﬁm 5B o2B5% L751/.7 884419594 6RRore.
het eroneri c receptor conp ex, as wel as to

The inhBibAGOBInGEten ¢f a tReterordaid rg&btobbdﬂﬁblé)g'nw i reéassjedtbyahy means known

in the a’l't rguir%ébnft Eg %ggt?rIﬁegg-ernlu%@Ergmélatu?n metlhbdsztf@scﬁb%d #Brein. Other

roneric re
exampleg jnelvdet ForsierRasenanpg Bnerp\y FransferbET mealy s ambotmrr"@iwa that are

known ih heddi FHAQRHL Shrbbd liged |th€Uaﬂﬁtamty|0@ Qlﬁhll@tdﬂﬂy Aalyisé Ndamiiféckptor

teractof oy P 9RR o1 Goad BEPFS 51 BEEHIS > CORFass Hgyn nthe ar. such
as FACBeslal RIA the afareméntiomesitaseayal andmeatitpals thabiare (xnewreinttie art for evaluating

the mte%%ﬁdhfdf fd @indrd mBla€u|§éJ Renbihg tHabe bdieriserMRletandliN©SSN 11/906,094.
binding of ligand thereto, or activation thereof.

In additioANinh®&ien” bmrwberrgea@m@a @b B'losa sf IUSe ducth,er@i o1 ah $L- &7 RA-0E1ERB

heteroriefng?ec%@g%o{n{eo?& L ue%E‘H?(? bftﬂolb%%@ % Egtf%%@gﬁ%t %{cgtag btﬂ not limited
to upreguiatednene trerseription (fobexampienereasadi¢velsiotbepilof3, @eﬁrﬁlné\kcp 1, and/or

IL-17RB ﬁwRﬁhﬁ))and/oS@&fe‘ than§iatidny ardp ﬁ&eas%ﬁxﬁﬁo&i‘@&tor@é@so’tﬂdd@ﬁﬂﬁ activation

t h hi ghe ff t d fied
of e 120 R ey e cRoltr st PP Bl L3 pp By, asSfen os
any othersyeiciiahnuaiory yediatod kowmemthe @4 be Ih:@aeeqifrdm &y aghs expressmg IL-
17RA aﬂc‘!/&SlQ-q Vﬁé' R@dl%@ﬁﬂl@éﬂlcdlﬁreﬁvm rgadBt‘Rs Hiudd cMng&d in thethudhbers

earaCee ol % b
and/or appearance of cells in a biological sample such as increased cellularity in bronchoalveolar
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Antigen binding proteins include an anti body, or
fragnment thereof, that specifically binds an

w0 deatdadored target protein, as variously defi nedI/US2009/001085
herein, as well as a peptide or pol ypeptide that

lavage §a9r?p‘?é f % blt Soitk bt HybetpRsik Qﬁd/b%%dldﬂp@r@a&&f B SHraRmaticH i lung tissue

nding proteins that inhibit the formation of
samplesc)n IL 17RA- | L- 17RBheterorrer| c receptor conplex or that

Other e{'nﬁ%éugsﬁ S tgp an IP 1?!%& 1194 ngt grlg Slrecﬁe% tg &Aﬁ@ﬂi};zgﬁ antagonists

re referred enas
that binghtetIbg 5ﬂAstngpne Embg@ﬂnﬁ@tnmg a@tpgqq_sts_]_mw inhibif pefully inhibit association of

subunnt@éﬁl@@ﬂﬂA-ﬂI—ﬁ? R’miétér&tigr;cgééeétdi’ BorApldx Qﬂlrtﬁer@rfy ;iréllént heteromeric receptor
compley v "G CERPRTBPSHB* 1 URRIEY ¢ AEPERYS Matigforook fe

binding iofilhi25itd the dc €fit/el-1T8BI heteroraetic r&Qebigecmmpiexofin altegnagjemnembagiments,

the IL-17RA- ww J,-ma AEEn A ISR ﬁmoﬁngcarrlpés eqh@mhwmdt 47R8 Adteromeric
vari ous I ned 'herein, as well as peptides and

receptob‘iﬂ"ipﬁ’f"é‘é?%86§“b“ﬂ51”?e\%ﬁf)i ng or activation of a receptor

Addltlor]aierp%odlgﬁeenuﬁ ar%F] ﬁ.. ﬁﬁl}&éﬁg aatn%\%/a a;']et dlpegte ?oeIquRHIPL ?7RB
antagortistsithetchinst to djnﬂcﬁB iInppexermbddiment, tlsq tedonisty p@rtlauy inhikjt @yiglly inhibit
assoc.aham%d&mts &)- 17F'E‘A-iLe15mr5rﬁerﬁ: rg&lpﬁﬁ HbrBpIO A1 tﬁ@ettyopré\/ent

T L L

need nai sleck the biading of 15-26 taethe dl- ammgt; 1@RBaetErgneic répgptooconepiesd dm
aIternatTvE 9%?&%&9@3{@ IFa\bgﬂrlll. qw]arﬁﬁdonfspﬁﬁ‘y BIQCKE\HQB n&ﬁ%off 105 to the IL-

}Rrg in ce [ 0CeSS a cel
T7RA-Ich ’Fett%’°’§ﬁr'°er§?qpéﬂféf”l"'&'?’é<°r?iagﬂ‘QP"Wtﬁ?rﬁdé response (such

[ if t
v S BT BB oSl b il BERISy e amaomss
that bindrzastiy kel 78B4 and HetiREa elufding thsatbat bind g/hejeroanrlc receptor complex. In
one embddimdrftAnd ént%gyoﬁgts%ﬁ%ﬂﬂﬁﬁbﬁ & fﬁl@(?rﬁ'ﬁgltcﬁ'ss&ﬂdﬁ% 8Psublrfs of IL-17RA-IL-

17RS PSSR oo S BeHeBL SV RS 5 A frgton. I
some efnbodiments, tHeN B 17 RALLA Wlw]dmtagonlst_néhﬁ)not ock thectvimdingnaf tli-25 to the IL-

17RA-IL- ?ﬁ?{ﬂ&éro%@%@é&t&%{:mﬁi&x | %ﬁérn&ﬂ@ e%@&%ﬁ\bﬁts ttr‘il;-ﬁﬁ_ﬁl(?fa)\ IL9FRB

rease in a Ical activity In response to
antagoqletgw@loglmpﬁ binding pf IL2p o theIL-17RA-Un hetgro lc(recegtor complex (or to
a suburfitithgredfat i on of secreti on of cyt oki nes, changes in
nunbers or activation states of cells, or other
The varipug engodiraéntedfflied 7RA-ILLY7 Rt artagarists Heseribadghove Bolude K94 7RA-IL-17RB

antagorﬁ'&s/ %af-ﬁr@ toﬁlLQ%RAf"g/ fL- 15@% orEtg?%e h@@@m@é%ceatgr/&on?M alﬁps%ncally
90% 95% or 100% odi nent

inhibit Oéhl{l%ﬁjél?ﬁ gngc%lpn antge FW@F& &&eﬂ%&?@%(gée%tor compqex thereby
preventlnb-lI.‘I:?M—lLL??RBH%BteIMeBrcmmploc cangiedororaticronp lae examarile ofisteyic

hmdran?é/ %ﬁ)g es%géétloﬁgf/gubﬂ of ﬁwg%eteﬁgr( rnc?&é%to?&mple%)t%e bﬁ’ﬁﬁmg of an

anot odi ment e ant agoni st s
antagorjighiRsh syUAL ?‘?‘FHfS@F o Shnhalde fegiifap f?f;ﬁsa?mat'efagftthaé5%“"55\6)@ other
subunit®6Cthe @58{9tor?:5f'}iple8 Hne&Howh todieaite thaethé sittibii driangentdnt of the

antagorflsq greVEnt%l a%s C|at|on o) h%rh%rgggnlme?lc r&%&%}&%&ﬁe&@%tﬁf‘tﬁ nRIYermﬁlvely the

various igaoodiments eﬂLt16RMe1 TP arnasnisisrisesivpd akaveinciide Hot?& IL-17RB

antagorfitS i thafto e ARA) or L1788, &Rﬁé;ﬁét&Smbi‘Eﬂeb!éb%rE&hﬁlbﬁ fand induce (or
esonance ranster

reven] el o PR S YRS A0t by

complex, dhegekyrinhittitingitiveefosmation q[gﬂ |I--t1 Z\RA%MRB&WW@@”C receptor complex. In an

example b%ﬂfb“rﬁﬁféﬁﬂ%ﬁ’éngb %F&Eﬁﬁib 'a@ébcualn&ﬁ%f@hﬁdnﬂ@oﬂlﬁe idtEremBg: @f:eptor

comple>értr?e biRdi f 38 aﬁg@lst lée%su% gocc%/rﬁ QP%F g@%ﬁﬂy%g\rﬁs&a' Prom a site that is

requirechfos asssciatin df et dubdist withadthea sebukitsosfrihe neceptos campleX, @nd causes a
eval uati ng
7
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the interaction of two or nore nol ecul es, including
t hose described herein and in USSN 11/906,094. In
w@odaoisemne "inhibition" may be neasured as a | PEEUSI009/001085
I L-25 activation of an IL-17RA-1L-17RB heteroneric
change fﬁﬁ@@&n% mQﬁHme s§§umﬁe§ leeggr]t?é(ssgé&loﬂ Herétr Witn Bt‘ﬁlereéﬁﬁﬁmts or

readout (s), suc Imted pregul a
preventg,a ganfar P&P@@M'}?t‘ﬁl%‘ﬁat('? B?Ceé%&ﬁﬁi ssogigfiop 8&@%8“9“@\9%I %mk&?’ ly, the
various binb&dimérits 4f3L.-1PRA-HXx171RB dviiidodists aasbribed ddovd iINBBdeIRNARA-IL-17RB

antagon?sgsdt‘]&rblrglqgﬁ_ ‘H@§ Jﬁ%/wtﬁﬁ %{Eq*{e?errorﬁﬂcq?gé?ﬁgrzoﬁ{ﬁ&, hPinduce (or

ors associ a I vat
prevent) 3 copfompnatiopal EfteEtiencthatr kit isignal arssiuetion c At sterically hipger signal
transdudtidf by the helekorferid Rébepior ddmplex, as wel | as any ot her
proi nflammatory nedi ator known in the art to be
In anotheedleastde émigmingamy, trealarisusdk{i7RAHi-1RH dntagbiRks dasalibed above include
IL-17RA- I'I:'H’ﬁg%ntaﬁtgﬁété {h9NAd IE'ILO AN oAl MRgeJJrQNéaﬁgterBﬁl@ﬁ@ﬂéE&)ftor complex,

es I n e nunbers and/ or appearance 0
and '“d‘&élal coniopmatiopg élt?i@ti'%‘dfl' the ARtsramefic Lﬁsﬁpta%com@ré%r@bumt thereof) and
thereby Grblblit tHesdinding df IL-26 @Nadvak igaab ab kv By 2RA-SAPIRESheterombid receptor

comp|e>? ?b% erm!&{ﬁ%é’ritsaﬁxhﬁ?r%ﬂfdgh Yﬁ&clﬂlﬁﬁé%ﬁabé{@%{ﬁg%md to IL-17RA, or IL-

I SSue Sa
17RB, oeh@ib& Tt @ndde-18RB an_d stemRaly ILndePanla it the, binfligg offigand (such as IL-

25) to tHal IL-8 TR - 17@29 Hetekdré¥icl rbcebtoRBoragié @ Jasd ifdIsdeti tathe bfetﬁéhtbﬁlbodlments
kS e R v e e

fully) a gignalingRthwaly ofl thg Rigeptet commpier therepio kipit signaiingrya the e dRA-IL-17RB
heteromteh@Fe%QbforFHo F%Q't het eroneri c receptor conpl ex

formation. I'n sone enmbodi nents, the IL-17RA-1L-17RB
In an adaitibek) QIRrEdtivé e@bodiaént InaCK 7R A6 - tHRBAEANRG o ikt bidds2®a tigant e, IL-

17A, IL- E# e%‘c |n|h|b]t7RBoagl%t %lraq[mfrlﬁg IL-T@%gﬁgﬁg%tor Icgmplex. Such

ive e nt S, the
antagonggtg ra@oaﬂt by inhigifing)binding lOHP@e BibvAit atp bf17RAID47RB hetpgemeric receptor

comple)l br tl;?r%fe %hbn Jﬂéﬁjch %Ellﬁfnﬁ n’ﬂﬁdsCfoF @(éﬁﬁﬂeoén Qﬁt%ﬂn@(mépberﬁﬂ adigand to
ni

bind a fi ﬁ_ref?m sIuE &g pé"?{?% d’&?ﬁag on 8 %sed:op%refg%or sgt)unat% either the ligand or
to the firsl redepRAsUbunit 7 BB haiphikitipmhay asciragdegsrined akpve |forleXRBple by steric

hlndran&ncﬁ bﬁ\@?ﬁ@qh&ﬂ%{ﬁn ofta%nf@magﬁgr%; M bigdr&tioR 3ét$ 'lrﬁédfcb{ alw) iaBtd inQbit (partially
ti

ubu
or fully) pignapbe e |k AERA Nal CTLMET PRI ERRE SRBRG ! ex and

|
11 ;o”;ng\kﬂl MR %[;éo,t]gtg‘;{%g%{gﬁgn[gce%grl Lo T7RA I L- 178

Embodlﬁ\@ﬁ@gﬂ["ﬁhAnLe ?fh@gﬁtaéﬂn%%%o%ﬁsebénﬂgéw &ffrath'egé tefeok, 28 variously

eteroner]c
ﬂgmal ant|bod|es

defined By AR TR0 RN TAEATIL A Ao piApeoE ARl
monocl@niat argjbatiies bismatifib botitlodies) elidbbdies, noniddiels| da?fint antibérbes|, ynthetic

antlbodléz g’bﬁ-nletlrmgﬁqugérrgfgoq{egéwgi'épﬁbgﬁngﬁéth? @m'n ﬁc grﬂﬁao&l@s flumanized

a"t'b°d'Fi-fl1'7 RSA{J‘P'LaT'PFQBesaﬁf“éi’@éhf“§'?”sa‘|8@mﬁﬂr?eéd ?féfﬂeci *8 as "antibody conjugates’),
as well &4 frabfifBAtsltherdof RB ant agoni sts that bind to both IL-1 7RA

and IL-1 7RB, including those that bind a heteroneric
IL-17RA-lbc1@B B @ntagonigilastibodies map else ndyoptisaeingle-domainantitagea that somprise
dimers &Q\K/& h@a‘vb Xhéu{}mng'u{clugé nf) %Ht ¥hén{§h§l@ntas AR Rl InQ’Bm‘éfs and llamas

bunj t teroneric rec
(52, g GAPPEVMATRITE TPty 205 e GHeCHET S ETPE TBEUGE G 1. 2001, Bl
Chem. 2761282 &5<26200at i on. | n sone enbodi nents, the
I L-17RA- 1 L- 17RB ant agoni st need not bl ock the bi ndi ng
IL-17RApl{-17 RB Z26tagenist aatitodies maRoemprise ARElramer.«F fagments theeebtegeh
tetramePuQ |c%l2 cohﬁo?édtd? Wﬁéﬁ«ﬁ@al%mlpﬂgﬁgp‘ﬁde &adhs, each pair havmg one "light"

e o A FEA LA ot S sl Pevin =

conplex (or to
8
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a subunit thereof). The various enbodi nents of
I L-17RA-1 L- 17RB ant agoni sts descri bed above i ncl ude

WO 200Y/7587d L- 17RB ant agoni sts that bind to |L-1FGRAXUS09/001085
I'L-17RB, or to the heteromeric receptor conplex, and

molecuf3f \Eél!r;]rﬁt f apt ]yf éb‘%%dal) Ofhd UG terhig rg)@ﬁl%ﬁ’ 6f @atch QﬁblrpEchl% & variable

eroneric receptor Con”p her e R/
region 'f) PRIt eSRPN$ible for RAtigen raceRtitione tTOR SARPYYCMARZ B‘?'B?” of each chain
defines G@Eﬂiﬂteﬁ*x refgioh PRI responsibie fexetfEploefundtiost Human fghhcirains @ee classified

as kapp% n& E?nbgg ﬁgg\? t@atlﬁ rl‘-{e%gy %ﬁmgg}etc?as Ee&& {;'eoteﬁé %%Ha alpha or

or C
epsilon sam@aﬁf ne thﬁ@r@b@dvgrt'sqsyp@uaﬁég'\ﬂ Hgﬁ 9@ l%@mi H@d@%?ctwely 196 has

several 8G5cRiEEaR] in@\[]dlﬁ’gf bl lirfitdaus ige1wighah, I@GB@ndWﬂQM&aQEuHch@ses

mcludmggbéfﬁ%{l F“g%‘ﬁgﬁg@ﬁgﬂ? [ggﬁe?héﬁéh]ptﬂgggﬁ? agg?%t\?éﬁttodleg inc J(]S all such

Isotypesafgo@qemplatyrpumosmentrb@meifammntsonqi@@évpt e neldimite@ e, F(ab), F(ab’),

F(ab)2, WbéH?J' n%le cﬁ'aﬁw%%bﬂn&ﬂ!s }écfv{ B8 wéiRhd Skke-EERPAHIPEIMSS 11QA7RAIL-
TRA-| L-1 ant agoni sts descr.i bed above i ncl ude

7RB
17RB aP‘EQW"tled'iSZ'R%V Rl %ﬁ”ys‘iféhetfﬂrﬁﬂ%ﬂ AEMPES1 L- 17RA, or
The stchk’Uré’LZI%% bod esg\ﬁellh{ﬂ;:\% AR Jf)r? ar(qerfe%Q %8{ becr%wétﬁéd héd C‘Jut by way of
E a conforna erati on i n ohe
examplg rthemnebl@fegtoné oithe) bevy gndblight ehainsdtrigatihehibe theé@m@tgﬁﬁera'
structur@ Qﬂﬂéla% dohﬁirr@%’fra'rﬂé%m rbditt (FREjohed Bﬂhfe@ﬂhy@érva’iﬁble reglons also

called cgg?glﬁrafarétar&( d%lgr%%a&q?%&%ﬁ%%{d%an 8%@%\7&%@ qu)ervanable reg|ons of an
antibodp &% eutigat bioding protairh am putinedheteimy, thadtaes respansible fer @aligenrecognition
and bln&ﬁémi' %Dﬁﬁ?onbfh@%@&a% o@é‘ac‘ﬂ%taﬁgl‘é@h&ﬁedtb? tie @éﬁ@%’rkt re ions,

rs at a sit t
enabiing ging %@.W&mmpﬁa& FepEY I 4 Saamg B (5T AT g
compriseiEduniainsFR 11 OBR1 6R2PCDR2,(RRE COR3 aad BR4 alnsesie aoibadigents, the
as&gnnﬁé?ﬂ 5&%1&%‘& rttﬂ@ééh%?mgfn nﬁé}eoe%@éégrl %néehmh thed @éf” ﬁ?ﬂ&r& of Kabat

ocl atlon her subunits, ‘P nts
SequengesTGISias SEMICARERbIARS. P GBetbiacelaf, 108f. J Mol Biol Tosio0t-
917; Chathan el 41 1989, Nitulclsa2.subess.ts. Simlarly, the various
enbodi nents of IL-17RA-1L-17RB ant agoni sts descri bed
A “comgiéroendary deterrieng legioRA-CDR, 1 ZRBsedrieeedju rafers & a biadingpratgintregion
that coHshtutlaZ% mé?cFr sh#ac@%@ﬁtact%m’ésh@r e eﬁ"{ ARG Q\tflr%‘w?gcﬂr&éln of the invention

e nd i ndu
may hagg PRPIRS S SKRBRE PREPEav SP ST LoPEHE T ARE B e GRE?
(“ CDRHSZt)easned&birmhbinrﬁM3 (6CDRI3"), bnalighticiain ©DRHFCDRET"), one light chain
CDR2 (% A" ‘*3"&% n‘gjhtr Quﬁ@tﬁz’s (%ms%x DR 13K &on?dn%é‘sr Jb%hﬂ f}(/S (5) to
o he 1YRRA

L-17/ ant agoni
about sa@gé?)um a&b’év‘éDRH% rveaalwcemmmapwtmsn &8 Q@&HP@E’?tee” (19)
amino afcfdiatanbI(IlliﬂkI-I:BdeldaiI)i.&ﬁ%"pnséslr atout theBIB3) t6 Bbdubfvehtytfies (@5amibo acids.

CDRL1 g;f%fc%f?tcfofmgﬁs‘?e@%b?ﬁ terhgﬁ) A% Sex%n%%ﬁ‘b"/g%ﬁ]' %E‘iﬁ% CORL2 typically

aratienin eroneric rece
comprisgg Bbait sevien £1) @a¥ine agisld. and &0RL} tynigalb¢ampriprs a@pwcﬁeh@ (@ to about ten
(10) amino'aé@s (Or another ligand) to the IL-17RA-1L-17RB
het eromeric receptor conplex. The enbodi nents further
Ata mlmmol’nmlﬂL-h ERA-NRAZRA aritadeBistanttiboptyrtosipasess i br fEErtod atlight or heavy chain

variable rle%la'rz %‘rAF l &rpﬁh lof bo]cr7 Bﬁght Q6d PEE%W] ILalrn' %Zlgﬁe ?éé%nltrllﬁ't ;gé%%aé\@%mds to

or 1 n
IL-17RA. SULH 7RS. <rrLb9th2 571 7'86 apthik- 1|7851 Framples offiRomawe é@onm )of variable
regionslcE@pitleAic CORF| Stited Biffs@nﬂm al ais\@dndn ahMe1 TRAREITRB antagonist

antibod? E@%&fﬁ%‘eﬁt&eas r}%h&f%% gélg dagp)ﬁt %ﬁl thgg:t#lklﬁfﬁ]eéil%Ily Binds IL-
17RA, qrﬂiaHRBaiOt BotiohL-F7(RA apy lla17sﬁ%,rialalt¢rgatwa?wmm®rfts t8RdL-17RA-IL-17RB
antagorlig? @REYoBY d?ﬂiir@é@dt ledstRb &t leBdlithrbd, 0P at0ekRt fold) oVt deabt e, or at least
all six CDle o?%e varla]b?e regloets)e (Ng(rerrtglrnla(t: Ieas?tcogg P tl;we EBEQ Ispecmcally binds IL-17RA,
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In an additional alternative enbodi nent, an
| L-17RA-1L-17RB antagoni st binds to a ligand (i.e

WO 200943676 | L- 25, etc), and inhibits signalli ngP@i/ES2009/001085
I L-17RA-1L-17RB heteroneric receptor conpl ex. Such

or IL- 17%'@5t &%‘EH I§t1$RH2Kd CBK@/ T‘h%t‘lgg rhée;{%r R nngg héﬂyBPng‘HP&am and may be

rrc rece

one of %ﬁbﬁheﬁve%@%wm gaohiehRin MR iss terCRRAATR PRC 'ﬁq?agndeﬂﬂyrse'ected
from CBRHMICIDRH2A0DRAS, WPRU1SCORBY anieCDRIE3. a | i gand to bind a

E&L(gd?r%e Sfet% ﬁ.r1%blgql7hP atmétgor‘ﬁ%t a%ﬁ&) hes%a%lrc%ﬁ@h&na Qéaffglrc]i structure

into whfch N§@fU|r%Q%({§i ae gs@ﬁ@gm&omesmbpdmﬁmtsom@wftmhww sseffial¢ cepgponents for
humanigSrtib&iss. EhéembofimeR B AfENY silclliré & dirdtitioanICRtr&heric antibody

R R e
additiorsl gamadonengs wich ashfranedwotky RAendLD 1egRBs heanetaoiregipes, etec et make up a
heavy GrOIIEH{ @ﬁ%ln 1Eanb&1m@Zt%‘f |tﬁe ﬁ]ﬁﬁﬁﬁm@g@rﬁnﬁg%msmnbm 8y comprise

nts of t
a”t'bOdﬁﬁtﬂ?%Ba‘fee% m°6'F'edf Fcamq §efteﬁ%dr Ié’(ﬂ%nanﬁgc ‘(Fé\'? glfg‘loggdﬁrfqnh dgfers to a
moleculeesredenuende citet ds mgtiified frbve d hatilv@ Rw- But stV RBnEriseagdindirtgssite for the
salvagébr’agé pderhal Vo han grngrég iJpahi letsvarlgﬁ’tn%Eiue&gglmcﬁé'&letw@b&?ence that is

eci fic ant di abodi es, m ni bodi es, domai n
humanizgggt Ire/B @ ey ht@gﬂﬂtqu EC-akurthRsaveEs 2K FF (FRTPHSSE Siipe that may be
removeti Cbebéifséltﬁéyat.ﬁowd%rﬁtﬂubmfhy faBtunds orcsolggicat Betiviey that are not required for the
fusion %ﬁl%étﬁ(—:gsgéfgtﬁé pres \ée%g?égtﬁaﬁsgqu e?c—:'rmf ?h{?vérlgr?wg?%?npnaes a molecule or
sequenteifef lpekgypne ghpg@ata@‘ga fic sitgs omplpu%hqtraggﬁ@ﬁgg ll@\ﬁ)élp@m‘(']) disulfide
bond f&rhaﬂgmzﬂ lredribRbRiyt B0 RI Sdiectdit h&!@dﬂeﬁs(fsmyterﬂhr@ heterogenelty upon

s
exoress I 5= et PRt Al H CUARPY PR Gttt S et (B toan

Fc recea®r vtherdiearf satvwdge rece;aqrebrs(7)aardlbodyacieasnc(esé@lluIﬂoaytomgmpﬂﬁ@CC)
Mul dermans, et a/., 2001, J. Biotechnol. 74:277-302;
Embodimesisyef E—-r17R€‘t|h‘I17RB g@t@g_onlsj ant@p@ps CQpRSISS human monoclonal antibodies.

Human2rdhod6r2BantB6d& irectet adaifdhnlimarl T RBRANGralgOTRE, tor both IL-17RA and IL-
17RB n"f‘ntb'et?r‘\’af%'e %%a% ﬁ|¥yt o \%’Heﬁ%dé‘knﬁ i r"f‘(ﬁ? s 4 éhrch L &Qg@ﬂﬁed to

er eo raner 1s
XenoMpusefit teehmbloprises, ferfexproply ;bk@ﬁﬁd éteé ﬁaﬁansN%e%u&H‘ $8i 6,162,963,

6,833,288V cﬂ;@ 495€7,0641288  Creér ¥, 00bd, Wahay GBRBBs T03-2¢ Wetiez et al., 1997,

f a 0 Vv
watuo K50 4914 TR B oo e oS e, 188 g o
examplk$af)making dullg fruman arﬁquleralhclw Witidab dimasamibedydpgyelopment System™
and Trdngr@lham | cg?]df r e::"g(*mr???rlﬁgg:bﬂﬁ Perﬁ%egcgd N8y, 'phé{;efo%%&?%hﬁﬁl@gles
boxy-te p

bosomsr RN RAPYIeTSRT e e TIAGe Rete ﬁ‘iﬁhrﬂﬁ% ?@m*’"ﬁe UK.
as well € spostiseridethobianovef ihdtetaot functi on. Human |ight chains

are classified as kappa and | anbda Iight chains. Heavy
Certainghmbpdiments of I6117BA1lk-| ZRB antaganist antibodies eparprise chimesigand Hpmanized

anﬂbod?e@%r'fr%‘melﬂgmel‘é@f IR §er¢ek’é? FAfH dHRshe’ aﬁhbo‘é@% Mﬁ@h@ﬁanﬁ@%ntlbodles refer
spectively as . sev.

o anteoflgh praCoinend e R P ROTorB B Aot HSHRFY Ef S0P ge el cltboes
traditionafj{33qmmaisel varg4 redigiié) lims sndvdiuaseepeciasraot thgi aegstarth gegionge) from a

human| Hmn%rﬁ%dta‘ﬂtlbdd%y'geﬁerﬂgly o nb%hﬂ%ﬂtlbo&%%t%ﬁ%@t%nh<-§¢'ar|able

ant | ies I ncl such | SOt?]/B r Xe aY
domainggsy SBSSO RN MBBRY 1SR OPHL DtaanEibafes. (g eraly in
humanikédnaritibstyt the eht{rabntiboy, @akdept thE CaIRs) i2 endeded aynal palynugleetide of human

origin oFE%eEtlé: Yto sLé’F%%EAJyS&Eé% F@§ |t¥\§bks a‘?hes(blﬂ-gé gorﬁ@@r‘ aﬂl of which are

ant agoni st ant'i bodi may
encoded @wﬁpqlggacaqﬁpngmaq%én p 6?’3‘5@‘51‘?@ m@éesgrafted into the beta shegt

framework of a human antibody variable region to create an antibody, the specificity of which is
determined by the engrafted CDRs. The creation of such antibodies is well known in the art (see, for
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The structure of antibodies is well known in the art

and need not be reproduced here, but by way of
we@x@apse7e t he vari abl e regi ons of the heavy anelCT/Usto9/001085

chains typically exhibit the same general structure of

examplé %n%% : 1‘9% VD §§‘4 yﬁ%z‘%r PERYEEK etr #A @@fs&éé:r& 2891 55301 588).

ree hypervari ab ions, al sg cal
Humania g S GOAGh A 1) DRSS SIFR RS T1EE & SE7 Bpdhgnamerieipyaune
system ar ey dniyethey methwdibi tadtinelogekyioansn thé aesearidricandgle Rogue, et al., 2004,
B/otech%}t Ibrgﬁ Dol ‘é?ﬁc}g Irp§o%eeérﬁbod@r%n8uﬁwla ioprd ahseﬁtﬁr'léﬁ) and th@st bo%{ e

ISt bl e Tor antigen recognition and bi ndi
numanizandichigierie ARSDpdies (@ MK FRotet capdrgyidg gpmne a%hlﬂwrgﬁ%%%s fiRF example,
humamié&nﬁnﬁ@‘ﬁ%\m&y%efg@@ér@tﬁﬁ tha€Eeipris® the U DRH3Ehd ICDRL3S @giarisf with one or

more Oﬁg%?}ﬁgr ek Lome%n%rfroma c@‘heren?%p%ma%n rF]zil Ct[))%h lFleht and

In one édAimentithe IE:%A angy dﬁ%tag'oﬂls%ﬂﬁomggbm rﬁultﬁp@@flc antibody.

assi fgDI'H‘T'Eﬂt of am no acids to eac
These 2@ ag} eﬁﬁ%@aw'wom(oa@mehP*ff?fsﬁtsa"menkaﬁaﬁxagé%%%fﬁcbé?ea?C
antibodPkiiwei im the @t arériiiabodiex)i Dabodiet can ®s manBeeture@irod Yariaty of ways known

in the aﬁtéa# pre%ag%gcheﬁ{acawér frg&’ gt}dgﬂy% %c%)é's (Hglilrg?er ag‘ngﬁﬁég?; 993, Current
OpinioncRieteshwph: ﬁ@ﬁ #40)i B§pedic embpfliment.0f aa&@epwwélr A RA KT ERE
antagorli§? aftijaty diaA Ginfldody Bathdsamd eupatityad bine wsdotr ut1eRAhe LA ETiRE

surface contact points for antigen binding. A binding
In alterratiod @hioddfiertd) theillrd ER%-ILotY Riegntdganiet aplikod@SRempfisera minibody.

Mlnlbooﬁ‘%ai@’n%ggg% é?@%d\{/ ll?{ﬁﬂo{éln@%pﬁsn@%nglé chaft (Q%g\é&'escnbed below)

heay

joined te A& H3; d@ﬁ‘?'"dﬁ%ﬂ For exarpiq Hipkela 1§96, Ggeer F@ﬁéf"éﬁ%ﬁ ﬁosész

T s o

for exaraple thosadestshedDDRIS2 Patgpli N B12¢8, éiﬁrﬁ?qma@bw@s (9ARg) @erfunctional

bmdlng @dRkink Qf a?ﬁlﬂ%b‘iesné&r%éﬁo@lglgu tioqthe 2driabR ré’éicbrfé'%f elg@gth@@%‘@ (VH) or light
u

v cnpif e imey afhes oiitad v e R PR AEIAQEE Mot oo

than ont-¢entl{ the kizé of atub antibedy etitbe ere Well Bxprasded in avdrigly, of @R Acluding

bactené&é%h&aﬂd%aggﬁ%hﬁh §§Iss SRR InSRYRLh, GAbs mefi@b%nd Ad&in activity

r| ses about seven ( to abo §1
even af(ej_gsln%lmb'ﬁgtegécp smqongltlﬂqsnwfﬂﬁlsfrgﬁzerq_rylri qu_defgtR@tlon ee, for
exampla,ruagaamtstzganss lBcaBe, 90 BGBA3D6 S, 621712,107; YR BeriabNo.22004/g1t0941;

Europe% 1351&?&‘6356 3l Os BAELIHRB 6 %82?/0%82?'W06’J/%d%6'ié af wbes/Bo2609.

heavy chain"variable re
As men’ﬁ&% ﬁév%bb}&h@lmﬁmtl@-whs éRtEé%ms%ntlbbdués? rRBy céMipri@bMantibody

ragment g ot AL AT F ORI Ui R e e spefcty o

IL-17RAliof fLet7&Bt bryhotrall-1&RAiand HutARBarSpktifid shRbedylfragmBRBs include, but are not
limited @né)qgﬁféeﬁagmhf &4 tlng QFYI, '\ﬁ-?%L%Bd bﬁQ%Bmglﬂg (% IfH‘fré%ment

%lon elrn CDR speci fi cal
consisting of the/ ) age TH! demeins. ('ej}th%v ffagntent sqRRisig ! Fle \{Lﬁ@é Vi gpmains of 2
single amlibadly &) the &AL rragreérTedee Sor eaample Wiardra¢ 4/l 1 980RBatard g GA4-546) which

oo I 5 S T B R
comprisiiigriyo dinked Feh &agnagntalyilsinglegihain Fy nolaguies schv)awharein 3 vVHgiegain and
a VL ddMlair 418 ikHeRDy spestidtiimidr Wwick aid& thd-twd 4BAaiRE td éssd&d?@to férim an
antigeng)?rmtdp’ig:gsh% ég%gfarﬁegglghlgh#é;?gléqgg% 9%1)370%){2 Q%l%éj PEP% e‘?‘a/y 1988,
Proc. NaiDRsagi Sch B6r5878:5883 h &iii) bisperific single chaia Feorerspe @aﬁabodles or
“triabodid3t FRANSEMIr YnuRiSpeRik Qﬁégﬁ\%m%ﬁ&ed SIS fusidaRsER, for example,
Tomlinson, tIaT al., %BR L%e%ogs %mg’f 326:461-479; W094/13804; Holliger, et al., 1993, Proc.

Natl. Acad. Sci. 90:6444-6448). The antibody fragments may be modified. For example, the

11



10

15

20

25

30

35

Enbodi nents of the IL-17RA-1L-17RB ant agoni st

anti bodi es may conprise a scaffold structure into
wobkioeh3aesef ul CDR(s) are grafted. Sonme enbodi neeL/ES2009/001085

i ncl ude human scaffol d conponents for humani zed

molecuI@QFn'ap ngtgbcihzeh By %‘?n&%%nbﬁ@fﬂlsulﬂhﬁ@ bﬁ&g‘égfllﬁ’ll ﬁb tﬁE 'VHCath NME domains

IS tradi tional ric antib Q%
(see, f°é?ﬁ?6l9len%ﬂte§ eéle t1ﬁ%6 {\Etuie]ﬁﬂtef?’[ 11?%@ %415 rg?s outllne erein, the
non-CD&rbmiportkingsof theege fragrhantkeare hefenatili hunmnaleqmnepmnent S such
as framework, J and D regions, constant regions, etc.
In furtherjembodimRets, Uhﬁ k-1 BAYY-16RB pintgganist AntibediehaTtiperaManibedy fusion

protein (sbﬁleﬁrﬁes]rzgﬁed {or hle?é?Easaéﬁ a&fbﬁﬂy‘ﬁéonﬁgétb’qO‘ﬂh@@on&'@}ite({cﬁmﬂc&ebe
bodi es t hat

protenaios b o RIATRREoLC AT LA A PO CEPEREY LG RGICBR  hes o
the antigan tsreiqwq:miem {(deaithd disqussionf orecdvélemsmodifipationy ef thecarifigen binding
protemﬁ%h& J)n tﬂQ WI"—' g%n?espa‘?tnpf‘ i é}&nﬁletlﬁkérgéretkh@wﬁﬂltl‘{éa&? for example, homo-

her exanpl e an " ari a
orheterpRRERINaLINEI G 1% TSWR FER el PP (9% Eiein IR Gopmpany
catalog,dedhdisallvettn onatdssdindees, pages t1BS-L20M) ineprparatedthiewsdn bycreference).

Suitable c%ﬁ@?%tg?ﬁ%ﬁ&é Bt atr%1 ﬁt{;t iR tgela&ﬁ{r% &IQCIQ)%G @FI%@ er@and cytotoxic

eat ures or ogl cal act
agents Pﬁﬂ‘i'”galbét ’}?blﬂm'feéd%ICVt@@x'F GFUTE Kfe9- f%meweweﬁtém%@sw 9Xjqg or active
fragmerf$ EfSQEH toking/ esllltblﬁ tox'ﬁb @Ad theli eortedpoAdingaragmentaiiclude diptheria A chain,

exotoxmngnga z{% Aachm) %{11 Aech(a)lrn g’u“?gH%Bo%ﬁ ;%h%ﬁ(%m)} Cle(r‘? rr%)g% a% the like.

rve es or' resi
Cytotoxicrpgents algo |nn|qu_gad@p@mquqlsdgaqgﬁycpomggqﬁag raglwlso(opys to antlgen binding

protemé Brcﬁ?rmtdf Birddidntcielidla Bnetsting a§él tHaDsds beeh tovaidhtly attached to the
essi.on 1L.n . a s

nal e enei t
antigen g Bifin. AL SEBEYET HilEe BRRARIA ALt s el fFoyoi ang
maytangionpl enent, (6) bi nd| ng to an Fc receptor other than a
sal vage receptor (7) antibody-dependent cellul ar
in one cgyPoBimBRY Eretl | {AStSC)REEarEASANBARROGiSE CPIPTISpra, Arfiogy REIog
sometin®3irefgéy Blas %?hlhbﬁhhrﬁﬁomﬂ‘mdr%ﬁaﬂmWafmyl orcditemative protein scaffolds

or aniﬁczag%%aﬁ‘ I?I ﬁ%ﬁg% grlra"ﬁecﬁ_%e&!iso I%QE%EE ?%g?rﬁgt gt&&dles Such
scaffoldg Includg, Bt are potdianitad tbe mytations '@WUWdQ\HaWﬁeHW@f%WQQWal
structuré Bﬂh@f)ﬂhdm@ broldirss ditas WAbily! dyﬁﬂw&&%céﬁbl&é@:ﬁﬁ’i\@ﬁ§ &frefmple of

siocomesiie Jauiié. 543t aifap S iRy gl 45 20ge Pl Sye Jjeron, and
BioinforGatisnVaame b3, 1ss804,12NA2U ReaGe eteli, 28047 Biv®criol. Ao deg3%x654. In
alternatRb emeer%Znts M@tllyﬁﬁR/@ﬁ.nﬁtR'B%ta]ggmééﬁf boaks n@g‘%@rﬂpﬁé&%eptlde antibody

Jakobovitis,

m'met"’é)&’m%'\é% WW% |aﬁbb°f’¥J I“IWE“FI?J H‘&'ﬁ'”%\ﬂ?’?'?f&ﬁ‘?’b@"%pﬁﬁ"lﬁ%%s a scaffold.

2 RS AR B e S/sten ) g

Embodlh‘% oplh_algRAql ?ﬂ#@)ﬁné&&ﬁ&cﬂoﬂﬁh@es r%%fng’%stﬁgﬁ)rrq 'oﬁ;&!pﬁ?l’es and
e

polypepﬁq%egﬁﬂag pg%bgglﬁpgiﬁp AU%WE 1§§ng|bpthég 1 Maqﬂ I|I.'e1¥RB that inhibit

an activiiedfhioa7 A mowrr artd/drIHEZSarlh sorfe efnbodimend) dldi TReILs1 7&B antagonists inhibit

the ass&#n&r? giAhé é‘ubé%ﬁ%f%tl@gg@}\ﬁ.t s dﬂek?qur'n&% g&'gﬁ:r Eg‘rﬁplex induce (or

mani ze
prevent} m@qn&gmathnﬁl cjeraerip the recepier §¢ﬂun@thgre%)ﬁﬂhlggr@g t@glr lg}%pctlon inhibit

the bmd”ngmrﬁaZ\GG eaMt-pH)asl the heterdnRiric réteptd ddAPIEXST d SuBLUNICRERROMEY induce a
conformaﬁﬁ}?@a\aege IH { Iegrpegﬁer%r%gr?:nrg%% Sﬁrgrlgl (%r a s&un?%e%b Inglblts the

CORpri se va
b'nd'ngpégﬁm%’\sf)etofrom a non- human speci es and the const ant
ion(s) froma human. Humani zed anti bodi es general |

Embodlfnéptélmc\uge FRSATMRINARS - y,ﬁﬁ holdRBantagapists, LA é'eq;pgbbquqéprotem |sya protein

made usiay teadrhisicbmrBEchniques, i.e., through the expression of a recombinant nucleic acid using
methods known in the art.
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framewor k regi ons swapped for sequences found in human
anti bodies. Cenerally, in a humani zed anti body, the

wenivnssant i body, except the CDRs, is encoded BGI/ES2009/001085
pol ynucl eoti de of human origin or is identical to such

A"peptigﬂ' gsgésiemﬁ?r%}qqgf@l%% mmegm%;ﬁ f'1tt§1 ino 4816s, EXRhp |aﬁf}B§?nd%E that bind

are I cC acl ds or i
to IL-17RA, of rdfREn rbath Br YA apdhiL-A %/%B Rt aihe ApsoigRs Of IL-17RABnd IL-
17RB inferinfingSdha et 7RA-HITERRB Ketérbmaridvetaptor advhplBochinhitat 1L DRA-IL-17RB

heteron{e?cg h—:%?ptér co%r %9%§ %ﬂ% ﬁ]%& c?rgar%/s’e (:ll'g g%%srﬂﬁ%%é *r&rh Féﬁdgr];‘u |Z¥W¢b‘?$}|es

e creat
For exagg@hp@mgq 9@@9?@55 frem fuly Fa“@ﬁ@\ﬁﬁqqeﬁcqsﬁégaﬁ@'e%t%@’ phage display

method§ 6 F@X@H&Htl&e d88&Hng) él%ﬁaquéﬁbél InBvhichlon@ 32morkTesid(RE BPLNRirally

239°
cccur a5 P et ST AI SGHER AU GEFAY T B G i he natraly
occurring eméstcule a Ekgmplany imethode tor identifyieg paptidesaaoencey inaiige pigedisplay, E.

I ! RRoRE dibHSy) REIA ing, dhBRicarderebfif§ h@thegkanl e
co’dlsilnggque 0et 'aﬁg}h Wt'ﬁ%ﬁe&(‘:‘ﬁgm Igrogr 210565539 §54) In

By * protéira mas es’dao@rdmmrﬁeant jﬁtﬂem cavRertily aBdthe@adlinb Atigs, Moich includes

protelns P]q)?pea eg ooﬁggpegmegpé'ﬁb ﬁ %B% qggbrﬁg eﬂngooﬁlﬁérﬁs %%%S’SF mgl%rz:ovalently

attachecamnb ediivae aHgeheed byanentide bond: e P&ﬁ?ﬂp may be maée G:Dpimatura"y
occurringthifelddle3 aﬁ@ﬁép‘ﬁﬂ@ borWsthr SRMpRIWNER kR pdteih Emadet8tontdiMBntly using

ey o Sl SRSy O By o

example:whq]rpretemapenuﬂ tandidateiabents aretscteenid forthe slilitp tognhibit IL-17RA and IL-
17RB a?é% b%?ih@%r&aﬁhamn@fddé Qynil"r@ﬂc £8iho FRIES . gd'hfofn%f)t?é?\ lalanine, citrulline,

gens. exa bi specific anti
oriting (350 H{EUEPe) OGPARRLRITRSNC S\PESchee <P HebTTie araeeRu suh 2
peptoids (3e@ Sirasn &tay, 1902 iys NatioAwad. Sti. tth& Aa8% 9368, igcorpapateplay reférence

herein), W%FCQQL%%S%{M& ?F&J%Qg 6r%tl{l>¥ Eﬁ)’é %;grﬂﬁl Jnmt' Ltb&ﬁé %%ﬂ’logs Such

synthetlp\a@w@@prm map %@g(prﬁgﬁ{ed ¥ paétlc#@r yvpgbtg% plfofedn is synthesized in'vitro by
conventlohallﬂ%db lell Kk namihagetnilrsaddaioh,i dng dymbisatian ofgiptidudtiyietic, synthetic

and natTrE ylofré%?‘nqt rlggd %ﬁ'ﬁétg%s Egn l%o&gdt %K%% QTL lals%?r%ﬁd@?ﬁjmno acid

erna
residues such agRprofine qrppqurgmpg@@m ‘The pipg m,%@'o%ﬁbﬂdgéh@n may be in

either tH&(DL BIOHY (S) ¥bitighRebE Sn alsBedificitiniBodif@nthe iahfidyaclds e in the (L)- or
eins conprising a single chain Fv (scFv; described

(S)'°°mﬁ)9é‘fa§) joined to a CH3 domain (see, for exanple Hu, et

1
et e SRR Ll e
of prequuagrﬁtpqhssgluale@g@mm@nafﬂqeatewre Ifwn&(tgﬁﬁ AndgfRsgescribed, for example,
in US PEteAt® 5806764, iiskubl Suly E&oemtmd&ﬁporaﬁedafy&eféﬂeﬁce RXEMI N-17A-IL-17B

receptor, cotmpgeé(a? |g§1u<§edlﬁq?es on H?i%t( cp r adglhonall ug’ gg@é &%teﬁls

e vari a 1 ons
coexpregsadiie thetshme Iqeltaoyew(mptqy |sutPungﬁlunkecl/!g)eaéfhamwdf%ﬁxaﬁnm*mN'a covalent

Imkages%]/tdnb@d tBfe- mééﬁb%utlﬁé{@w@a Hﬁk@ﬁr\kﬁr@ﬁeé@@h@?b p@fypeptlde lmker) In one
embcr G SBmE Bty & AR TSFLS (T PB U SaRoepa] Sompent v

a portiow afraneniibaatfy nivtestile, suak bsidn Rgregot eitaraatlvely disshetergmeric IL-17A-IL-17B

receptonrﬁér}n@e! fofbdGRiblighnRl B Eent inferadighd, sQdh asA of 6t With@id¥.
stabl e and ret a| n activity even after being subjected

20 worimacish7rendisgbmsts, such as freeze-drying or heat
denaturation. See, for exanple, US Patent 6,291, 158;
As mentigne8 2b&e5lL-16RBII3 | TRA ant8gchisls indite 1IJS7 BtLi- IRBNantigen binding

protemszgpél'/l 93‘!&9&4&1 sﬂ%ﬂ*ﬁ@éﬁ% Fgf\tlt?d?ﬁes g&ﬁa%and V\g@ﬁt@& as well as other

antagonﬁés ﬁ’ﬁ?h’f"i“@ [tbgr Wy@@pt@@g pg,protlewé) Pt_ter:[ngm empog_lmgts 0 IL 17RA IL-17RB
antagondsits (@@Q iL-$TR AN 1 7RBnége nNnydirgamgteing eompriserdovdlerd ynodifications of IL-
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fragnment, i.e., a fragnent of any of the antibodies
nmentioned herein that retain binding specificity to

WO 26097788876 or | L-17RB, or both IL-17RA and | L- 1F@BUS2009/001085
Specific antibody fragnments include, but are not

17RA- |LC‘L'}HBt %ﬁjaéh%sté 's)ucﬁ MSan c%? rfsrn?agrﬁgga%?éﬁ’ﬁ lrér‘is'la‘ﬁgna‘ﬂ? r‘—'/érJeYé'!n?le

several typgs &fiqoyaient Q}qgi_lf @ﬁglﬁ@q qféhe Ih VR& I~ h?é?ﬁ:@ptapgoa&%g;; lntroduced into the
moleculé @ fdasfirgriPedic 4nhifo dbid @Bidueddf thermiagonistiwith af or@hie derivatizing agent

that is cg;F t I qu%%rg ?{las{erza?tegp‘gif éaar%r%ﬂtbe)r\g \‘j’ﬁﬁ t%%%aﬁs%%?smgjese ?‘Wéf‘arlowmg

represeaﬁ qxgﬂnelewafrauafbmedlf qalignsite gledt- ERACIDR TREANGIBSNISIE Vi )

)2 fragnments, a bivalent fragnment conprising two
CVSte'"Y' r?ﬁﬂé‘ﬁs st °PF‘H§’H¥¥ ﬁfes’e??}?q yitheg-hrjpacetatesi(@ndmse ’ﬁiﬂ°é€'8$ ggines), such
as chlorpaczliyy 3cid whuhloedatetamidiel td @ivaicarbaxythethyMir cdibbmiamidoinettyl detieatives.

Cystemg¥es?duQ§ ?IEJ) gr% JFH\%% Mé%ﬂoﬁwhtﬁ Btﬂﬁuo‘f%etg?g%' tﬂé?,é P (5-

imidozog)pseRinis 8id: ghlorgagety! PhO.EB'EﬁSe gc@”éﬁﬁ‘@e'@@s Morgtrar2-@yriy diguide. methyl
2- pyrldye&léﬂlﬂde ﬁ-@lﬂ&om@l‘c@ﬁben%ﬁté 2- oﬁ@%ercﬁﬁ%m%@&] Sr 2883)7-nitrobenzo-2-

oxa-1 3%&2% I-H%} gs prggl?ue.s are aeolg%“z% yarlegﬁﬁoP wqgﬁg{hylbg carbcgnlaz(e)at pH 5.5-7.0

becausenhistagepésiefatively sregifietor the bistidvl side chainh. (Rarayeramophesiaeyh bromide also

is usefu&ﬁ%@eac‘il&{ |s%?@éT9$l £ perforiéd iR BAM sddfum @lcodyl#ORBH d\@tLIQQﬁiﬁ and amino
479;. W94/ 13 04 Hal |'i

termmallrggées Igfeorgact%\ﬁ su'g@gla or %E?r ca éﬁﬁﬂd %Qiﬁ/g?des-rhgnva’tlzatlon with

these agamts Hae the éfiealg:lfrmvbsmgﬂya dmergmodihé |I)enjyl résidueex Qthel syitable reagents for

denvatufjbqw eéﬁﬂhc?g rrﬁ%}f %bﬁéldd@ %ld@é@tér??uch 1€ 31%9‘9[ @Edhﬁiﬂno‘%‘e

pyridoxgl gposg %tﬁmygdox%pmgpbor@'tyda e, trlnirgg@zerp@ymng %Edglp(nggﬂhyhsourea 24-
pentanelibnd; 239 tradsbminasé\gatalizedasadtivit WitihgigbxateeAnginyk rasidues rréGoBriified by

£ .
reactlon%{m)gﬁ ggéséle% o;noeaﬁ grégrl Fe% %Itaﬁng)% ﬁempﬁh ﬁ)f@%f%leg gfﬂf{%‘e 1,2-
cyclohewa'g@m Paq nighicTipoRPRtZaERRPfiasNinA TesifqsTBRres (et tha reaction be
performBd Plaflalhe soAdBdrsIBeSause bethé Righ bR, di@iegjuaniaine fuhcticnatdréupdy

FurthermonJ tHgsaetrg%%ents s rgaocrtuultltg %gro%gg Bﬂﬁsme r\]/velﬂgame arginine epsilon-amino

'St eThaceous or non- ceo
group. general l'y being generat ed using functional groups on
the antigen binding protein (see the di scussion on
The spegifig medif¢ating tY”P%VéqutS’H%s BRY beaaden with B3tigyan ditgigst in introducing
spectralfdibeisaintt Srosyndsiouesttly eeaztor withedrematizrdiazerium Eomp@maspl e
. s o art,:
tetramtrhrln%\h E%Jgr?ﬁ o ah%c&l&ﬁg ?%&g gﬁg{egm t%ﬁg%ﬂ%@ﬁ to form O125
acetyl tyresy! Sé’ﬁfaﬁ?)?@ 3-nivoderppidies detpsetyel allyreanmraidyec e éﬂdtﬂgted using 1 or

¥l to plepsrBMibeRY pFdsid fofusein IUWR&dlbirﬂhKﬁﬁb&ssaP&Mélcﬁﬁﬁmafﬂ%ethod
abl.e

descrlb?on %ovéj orlr?gtoiew W .(ri‘ceairr]b(r;oga?é,dﬁ]g{ouas agpgrfyl %r eqlluéa ) a&ég%cltlgee}%r%%diﬁed
by reactipa|vatvcadpdipides{B' -yt EtNo R ) cwhege Rtaad Rnere @diianglly differentetkyl groups,

such asl1LdjtbRSky L Re2- @Urb@&luﬁ%h%t@i)%%o&u%n@e or 1C$lﬂmi(hﬁfﬁihteﬂhidﬁnethylpentyl)
C oXI NS

u
carbosifier EpfneTigte; rpsaiand aéﬁaF‘V'JS?'?‘@gﬁb“-n%ﬂ”}ﬁ‘a‘eFi grarReLy! and
glutaminyhebidekes byirpadtien wih #nmbrEiim jonexot oxin A chain, ricin A
~ chain, abrin A chain, curcin, crotin, phenonycin,
Derivatigatignivih pifusptipralrgentp Msefg&fpmr@g@iu@j«r@dbﬂf A-HI-0RB gndaqgpists to a
water-in6&0bI© SuppBit &@kr& oF&d'%c@ibr 0§H‘ih ugaﬁétm rh@kddel s:etnmaﬁ@ ubéy ;
onucl i de

cossinffh 4550 P, 08, DRI Al O0a R A K
hydroxyswcmmd%eﬂtcfrgéw ebarmlle regteny withed- ﬁZ'dQﬁékﬁth @Nahormﬁﬁgreﬂtlnmht S
imidoestékd, tnlcmemg aisu&rmayn @LtBrs sBSH asS3 @Iditm&.s(aﬁicﬂmw@maha@y Chnd

it IR IEE SUTASeh- Oy PEoaR DR LS PORRGIT: = met 3
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sonetines referred to as "synthetic anti bodies." For
exanple, a variety of alternative protein scaffolds or

waedawfider@l scaffol ds nay be grafted w th CDRsPET/O82009/001085
I L-17RA-1L-17RB ant agoni st anti bodi es. Such scaffol ds

(bl Do o o e Bt 4
crosslinks ifdherRjesNer ofiliahta diterpptivelysreaivg Wotesipprliria MatrisesSurly pgieyanogen
bromid&-gdtigated ¢amgohw{ateeémbeeaziwdxuegwmaiewibed Q). § Nt NosSB,869,287;

3,601 o%€4 198 IR 4€ ﬁg%-'ldﬁ'bf %130#489£%m P(/&U% E\%temé@mobmzatlon

I‘UC ure, IOII’] or mati

Glutamih %H@as;u ;Iaé;'ngllrggdue@%?éjﬁctu%tly%leamldgggﬁu thgb&Fe‘%Bmmg -glutamyl and

ernative di nents
asparty S QUERAEHRECHVPIE ARRTEYSH] @?seafﬁf'f%&ree%eawte&dﬁlﬂ? il acidic
conditiop€ pEithdefoam bi thexdregiduae falle ijthio the 'sedddf thissisventdrl. @tser modifications

include ﬂ\ﬂ}r&g %gefr, (2‘.'pmiLé&ﬁ_@%%&ﬁ(?%ﬂ&&l%@g%ﬁ&%wrSMQQé?’Wo? tHRSonyl
residuepanathyiplian aidhs pleir-2raiee 9HRLRS iR giBiPe. |aed Distiging idejgaps (T. E.
CreightéH) PRg&INY: Stroctere apd MS@CLﬂérqir@;bdﬂtfesl W H eedradna 0b., BaPEraf@sco, pp.

79-86 [‘Fggg]ifgg}//lgfe qlrsg} ﬁ\l eErfaﬁtTa)S elr?elnfarlm 'li%ﬂg of %P{t(? te!'rh‘ﬂ& carbb)éy:qgroup
Anotherq d &'c&%le‘ﬂf m!xjhf' c]a?cﬁ'r oflﬂlve |11:715R§rﬂ@4ﬂi8 bikagonists! |ﬁbl®@%ltt€|ﬂ the scope of

odi nent s, B ant agonist's i nhi bi
this '”V%%'b%qnﬁ”??ﬁ\anﬁf'”& th% ggﬁﬂﬂﬂ'ﬁﬁ"ins"agfmtoﬁ & P[otejiy s Ip knowrpthe art,
glycosyledrofatems can depenpbmboth tiskquence oithegrofeli(e B, eheginésenee or absence

of partic%%ﬁ%lgé Q’ﬁgtl o%%ﬁlmocﬁzmgg due@ 5 Qc%sge%cqgf%v? ﬁ%l?mld%}' ctet?orté?sgn?ﬂy in which

nteraction,
the protein dscRTeuGRd. eGlycasy1atian) of polyRptiddsds Wpiealelther Neliplsest a5/O-inked. N-
linked réfEr3IR0 B¥ aﬁé&hn’@ntsdﬂ biémafbohytﬁéts Qfo)etﬂb tHel'HiHéthaiﬁ of an asparagine residue.

t
The RN SR 5P SePa R > HE RGP ERAE X PIRCHI Mgt s any amino
acid exdgiphpipling, ar¢ thei rgengditiorheaqgenses Frgorymatihattachment gtithe carbohydrate
moiety &mhrﬁ@ﬂé suhécﬂaYrRATHug the B@se’#&& BOOAESIF thesétri-peptide sequences in a

polyperp S GREPA O BLIRRoGEIon S1. oS oBGER LA SR disatggment o
one of thd sugarset: acpemdgmtosammbggadacmse o wgosegtorpdtyHoagankimroaad, most

commoﬁl?I ?erﬁ\@tor tﬁreoﬂﬁ@téltﬂ@ufh SafdeﬁﬁQolmg BPS H r&fyﬁlﬁlﬁe hy also be used.

ecul es m no eptl
o g e 5 o T 1 Sragers 5 e B
altering tHe-ahniBadidsdquéntbisbéH thathtecoamme ohabi rasre of thé BbdvédAsaibed tri-peptide

sequenJ:els éfoilﬁaﬁkéd%?%ﬁ)?ngt?snfe@% 'llg\eja?tgAt Jf%‘é?% d%%&%e%é Lddition of, or

substltun@rt tyr eRReerineore srriBpOIIROBIRpIresiduss ipribe stargndresaueRsApior Qdinked
glycosyfaf‘@ﬁ@tege FeF edse dhd érﬂ@alﬁ Blﬁdiﬁgfbrb&% dnhikg &did ﬁi&]uerﬁ@ﬁs preferably altered

through(cg l-ggs ag@? @@%\ éd%bf’}ae % agrfé%s |”§U&?' g/ hﬁe[{%er acgéj ng the ?aqge“:t‘ pglyﬁc'eptlde

at preseRiqredihapesi siieh thet eadpnsRry genriatedtakewit sansiate let'@hdﬁﬁéd @nino acids.
nore residues of a naturally occurring nol ecule i

Another,raedng OBIRCTBRA NGN A RYTARST QEFAPANKU PG ROiGi8? 0%}95@6?7%"' WRB
antagoriidtsis b Olsdntitad Br énayrhéite doapling af glycosidestos thegotam! Toeseqrocedures are

advanta%é&llm %E\%H%P&J}g)q Iseqp% pljo%?c%rll %thé”&ot@fﬂﬁ.’i qust %&P’(Hgtrhggﬁlycosylatlon
Capab'“ﬂﬁssfﬁ'l I&yand Q\mkﬁ%@vq%ﬁa@@r @@H?'Wg‘g %ﬁ'@ﬁ%&'l”gﬂﬂdéé’ﬁ‘?qﬂ Q“e sugar(s)
may be AftEEhEN® (b) é?@imnB}ind ﬁl&tﬁﬁrﬁél (b) ?re@éarb&@l%rd’l@& E(b)rfreelsﬁlfh’ya@ngroups such
ac ed anin ] vW. g i

a3 those gf ser % r?onlnb orhydroxyproline,

as those ofclysetaugg( V}Kr)e % Xroxy?arorjés SUC i %€ QISP gOhept des

(e) aronmprqswess such astmee efrnbweoulafmmes tyrqslme Qrmpt@phamowéf) the amide group
of gluta@®P¥ alrRdEkInetiiat arRdcitel OWBW7AS3 8T Subfdhed 8RB 01103983, and in Aplin
and WiRSRHolF 085 RLS BRCRLS! D T8y 3h¢ Made up of natur al'ly
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occurring am no acids and peptide bonds, for exanple
when the protein is nmade reconbi nantly using

wezppaseron systens and host cells, as outlineBCHEBIINN/001085
Alternatively, in some enbodi nents (for exanple when

Removél'o Pfa‘?ﬂ)&%:rgf% &%9?@?%& ?9%%@@\9@‘;?7%%% RE dt&onisliFnay be

to |n ocl atl on
accom) fh?d ;SF%ﬁ"é?“rbi ORgfZYALR S hepnitahdagiysoRtioR eq ISPV © o he proten
to the cbmmmb &mybranlnathamulfdnlctafcwl bri amequivalBhticbinpeundaMtis treatment results in

the clea%)% c?lﬁqc Is or all sm?gt?{soeggé ana”ﬂnllﬁ& E&gsa?'@{#ge%&%farhagor N-

acetylg@qﬁq;gnmeh/\whﬂe leg\dry th@p@jtpepmﬁ |ptactA§ngnlcggpglyogs3@tpn is descrlbed by

Hakimu8&h 88417 19d7NARA. BI6AbAIBBYNys Ef58I52 ra;ﬁ@ b} eagﬁ é’t)al 1881 cdmap Bldchem.
ar,. ot her

116100 st B A RSl R N Sy B4R 8o Sy e use
of a varietyyof brdd- aubexoegivepsidases apdesciiead] byrThokakyra ehet., H9&Tt M. Frzymol.
138:35( )@W&'ﬁﬁét%ﬁ Qt bd’ﬂeﬁﬁbltg{ iyRodatiBR B¥R Mdy®RHrevBRES B the Y84 bf the compound

| tian, a 0
nicam R 1 ey Busiey o102 4 P e S Y1oB Sl amigin bocks e
formatianas pebtedrs N glycoridelinksges.an be used. "Ami no acid" al so
i ncludes imno acid residues such as proline and
Anotheﬁmqﬁgg\@l@t inpdificatipneof 16 |hd 7BAillg1 FRB g’rt@g_ﬂgistsd:pmpgﬁgénking the

antigen %rhainﬁ prd?@?f}’tob/@ndd% nBhirbeinaéddfs bél}mer@rmdll.gm\g but not I|m|ted to, various
0

polyols éltr}‘l &8 pgls/éﬂﬁ?petql'yéol((ﬁk& 8P§€r§9yl@&,ﬁlyc&llﬂr R y%alk@pgs in me manner
set forthain & IPat. difos.aB4Qr8BaAEHBP o4, PHotadi hET10:41F; 469 11H2epr 4,179,337. In
addition! &s i kRrl |ch197aﬁBarhﬁB 3&9 Q@Js'tlﬁtl&%mttﬁrmadw ATee oS &fsntlons within the

sych sol ub het er onmeri'c eC?B%OTS are known

antigen BpSPagrciih © KRS InE 2UeT e RdmeR spct in US
Covalent ﬁ'foglfléatlghs ?L 7‘5}\’4 -ILI 1%% ./a’&tal‘ggﬁn%t?%re mcqga% wntn%%eo 96: S‘th ? y

er ence ereln recep or conmp
iventionsAoF BERGANEFaYY B kRS g!qrma:o(stamstahor@uw. Fey @xasiple, several types of

covalenBiBdlfatiéns oafhemr PLreA-NS| 7‘R‘BeéhEH96§|§t€dré .ntrddh@eosmeqﬁ&écmemy

tor n| t ot he
recting et e o eatdrean it [yt B duogtioviih omeasgenateis
agent thatiig hapebledt aeaatlrtgrvo®§ellectnk sidg chaiecpes tite Nyror &-tprolingh egstduere
l'inker). In one enbodi nent, a heteroneric receptor is
In someregphoirientsotie sovelest 'B?P'ﬁﬁaé?fb?frﬁ“%?"“@%bmnq‘@o‘éﬁﬁ'ﬁﬁ of the invention
comprisetMp @AEitKdn offohdioramdre labeeN Indenadral, &ibtls kalidito BRbRyIbfEasSasC h

depend?é ‘?E}‘&Fa%i‘{yq%g'?%g&% & 8%&&%&&% ﬁ E&aﬂ? La%tglgmﬁrréh may be radioactive

or heavyisplopgsy bl reagnetigipkais(etd:, dﬁﬁgnetw@ﬁlcm) phaﬁomctntﬁ raeietiesig) optical
dyes; er&\ﬂndﬂldbro@s(@e b LiodséFRish lpeﬂe]ﬁ@se%été@@l@b@él@asésluﬂﬁfﬂsé QlRbhe

phosph%a_sex -Iepﬁlol‘ rﬁl}aie%o%ﬁﬁng prB :Rfs"éﬂb n?ﬂ%eplm?s rﬁcogmzed by a
secondam cipardier<e-9 blgticineszipret pair saquam:es dindingtsitéroidi EESondaANtibestss, metal

binding Q&QalF?@ EMl%Q?dg@ €c.). aﬁ sdRé Em@o;dslrﬂ%;?@ gr;%ﬁfﬁel’m@ &8 & coupled to the

cl udi ng .ot her epti ,
a”t'ge"ji! 3'89 Hrz?fﬁ"g‘éa %9?6%40 'ﬁéﬁ&a"@rs IppathsApredupe RoreiitaLi T JBIraoeSs
Various {reettpds fdr lab&iVifproteingd ieknawt ingbaar amtinagbepuset @i pesfprming the present
fgonprise coval ent nodifications of |L17RA-1L-17RB
ant agoni sts. Such nodi ficati ons may be done

Specmcﬂélﬁts |ﬁd1@ié$)bﬁ’dal @9@@' uhd(udangO But%ﬁﬁiﬂie@ 1o, Sﬁﬁﬁibﬁorésy prsspidrs and

nuoropr SRRt The PREELS R Fan Pek e EoAP S BB oiher ‘smal
moleculg’ eftglgn[es,r@ pgnfggraﬁcﬁq)@ flaaien.oBafiudreseest Idorl'ss ofeantlapy molecule that may be

detectedVlh ﬁgﬁﬂér&‘it breSbeRprofPiRil Sumkdid ﬂﬁ@?e'sgénﬂﬁbé\g RBlidd, Bataré fot limited
Ctl{l]lgWIth sel ected side chains gr the

o, fuorfgEB hedepine i ame PRLIHEES. SpRe: TUMRBH soume meduhpoumaris,
pyrene, dlataciiteegeant stihenh, Lvoithr frietiant, iCansade BlueheTekas RERMENANST RBANS,
ant agoni st s.

inventio
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Cysteinyl residues nost cormonly are reacted with

a- hal oacetates (and correspondi ng am nes), such as
w@hdoons@cet i c acid or chl oroacetam de, to gi vePCT/US2009/001085

car boxynet hyl or carboxyanm donet hyl derivati ves.

Bompﬂf@ tL%' Kb 646 E6) fltey% Al 8RA7Bs c@'&éo\ﬁgtéé\eﬁleayexé St b2 (Alexa

bronot rif uoroacetone

Fluor 3Efon“f\'(§@z'c:)'y1”)4ﬁp-dﬁ?’@r{:“@r 488 &lexe Rlusy %‘ﬁc@?ﬁ Flb?{&§5 H%l?’@ Fluor 594, Alexa
Fluor 633; Aleksy Floer 680 MAlehask|uds 680) CascadeBitd, Gpbcade Yelldw atel, R-piichsrythrin

(PE) (Mglé { F‘?é(tlesdé %é ﬁi FHPCQﬂ-logérﬁﬂ?ra%‘r'e?a%%%%%rce Rockford, IL), Cy5,

r onmer c
Cy5.5, @l (hmgrshamLife 8@@1?20"@%%9%61"/1) Suibieentieal dypss inelyging fluorophores,
are des€rdel HRSiecl=R PEDES MahdbdeiEibyYicH=R@R  HiAugI1andl tHareby expressly incorporated
b referd'c%t hyl pyrocar bonate at pH 5.5-7.0 because this agent
y P& el ati vel y specific for the histidyl side chain.
SuutableP ﬁBt@mQ&%UQ%ﬁ&@?M llabg‘é%rgb% u@l: it éré nUﬁﬁfll‘éh to, g%@n fluorescent

i sl Al S!S e LRACLWRA 00, src
263:802-805), BEFP (8lohtetie Baortdoriss [I1hc. scsmamu Accessiat Ndiibe€ B55B2), biue

fluoresc?ﬁtieoqotéﬁ @:/I{H lggSr?tUm %?Jtéc‘ﬁ%l{:ill Cn% n, 8‘8'1 tdQ M Elﬁﬁr?eiu@g ER}E SWQ&SSth Floor,

reversin

Montreg, &yiefiefe SangdettdH LG $taﬁheé 19%Mcgmﬂkﬁs Mﬁxﬂ%ﬂ mlrn Gtal., 1996,
Curr. Bial & 2s- 99 RAn&RBE ||Bwrmgoré§>§htca¢&§ml(mm@%nteréh daws4tenies, Inc.),

e R S P RS Y S SR o, o
Natl. AcadiSg|. UG- AeiSBpI08-2601) @nd Remilte- (W21 3AEH MEPRS/07463 WO98/14605,
Wogelisﬁﬁﬁmg’@%@g 323 aJaYe%?Qo:{ %Mew %4%%5@ £Ha¥ o6y bﬂﬂ%se 5777079,

resi dues are rmg reaction wt ne .o
580438 GUET0t. RN ES250Eh) ALEER TV SRS eieens o expressly iorporated
herein bpinefargha. yoxal , 2, 3- but anedi one, 1, 2- cycl ohexanedi one,
and ni nhydrin. Deri vati zati on of argi ni ne residues
All of the abpypdescribedhmodifinationseof entigan biadipepretenseaulyl Alse bk glade to any other
protema@@cndlu h 205 | LDErRBURagBhist f&fﬂe)l&hﬁrié HeBerbrhedd1E-19RAM -8 REEcomplex, or

{ Furt h th t
a polyp"rpggeg?rl R%pﬁ’? a%? 'S?t&ﬁéés% é? Pﬁe ag S\i/e{ Ieagg Ir]t ﬁemay

30 91'%,-91'0 Susgpsi | on-am no group The specific
nodi fication of tyrosyl residues nay be nade, with

The pre&ﬁﬁ tnkléiﬂlbﬁélsd) Br"o@iﬁ@sﬁheh@dsl dﬁh&ﬁ’éjI;IlCﬂ?Rg Iﬁ-ﬁﬁ@ﬁ éﬁbgdn%@ﬁkn‘éludmg for
reactl

exampig Dt Oof1V AL R Aot o e aef mlbadnch Teptnent purposes. 1t
is understonthibal, ;or trbataentt ydel afildl 7RA-1E-1ARE abttegordsts isigemaréllydergheareduction or
amehoré%i%ﬁ gf §| sfaRb/8 %@Jrﬁ@ oftth)éro%%)ﬁée &Q@ﬁdltﬁﬁn fé\'%lc'ﬁ tl%bfrﬁé?lt is given. The

lves ectiv Tyrosyl residues
mventlop B@ivllqgﬁ 'éd1 7B§| Ilné7 %gntagﬁms sqr@e?)}hé%xgp%ut F%@eg&catlon that may
be usedpri thie @reparatian orursanufasturd of b ARAHamientrfomrtbatearyientiohearious conditions
and dlse%aéﬁcfe%gﬁtﬁ-g h remEtA%gqorggjig%Bger %&v@g’rﬂgﬁ‘\t Qﬁénqg-1?§Aﬁ@WF§B antagonist
and a th§@Pé‘8F?'{)’éﬁ9Ct% Ampweaf Y o ERed Y adsiionl epfive A68wIRS dRsarbsd herein
may be (1$§d-ilNerephepRralion or mdHerRture eiadnddicament W3pful fortak yscribed treatments.
r e

Some e%b&]n%rﬁﬁ*hclﬁ{ié%l( % ngP g’chmocirl ?/laﬁ ﬁ. t% If..)1752raBtézacln?lsr%,,i o&gorbarlly, such
a kit manmélvﬁe/atl@s( qn%azi@rtvp@al actwe iigredienifpprenaiple) sicwitaneaus ofisdesequent
adminisfratioh 24 S0t ind8ERdhbbr. and gl utanyl residues are

converted to asparaginyl and gl utam nyl residues by
Additionalesmetiodiprentsi it diuda nimathids Bf inldbisng 1Del 7 RA ahd/ardt 113RB atttviation in cells

expressPEflL%% %‘Eﬁ&-aagg g%ltﬁgabrfé éﬁr‘r:ofréj%f trﬁepl'i_ ﬁhﬂqf‘ l1 4Ilﬂflfkﬁ}ggFonists described

. | nrs -1 Nso
herein. Eefgygmplenniethed efr'"w?'fgdbvéﬂ% P"‘b@éL "F\R%a‘?}%(?‘?%t'@ﬂ%'ﬁ expressing IL-
17RA afBIL1GHB corbpisa® Bkposi§ eald 18 $sar INK7RY-IEYBRE Snthgumist) derein the IL-

17RA- ILe B an?ﬁgér'éi%;bﬁ-éi’g 'aﬁégsg%ﬁé ¥JbLm?orpclaﬁ119§1nee% a‘q}q‘eeheteromeric receptor .

ara oOXysSuccl
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esters, for exanple, esters with 4-azidosalicylic

aci d, honobifunctional imdoesters, including
waoele@aasdoné m dyl esters such as PCT/US2009/001085

3, 3" -dit hiobis(succinimdyl propi onate), and

compleghrtd’%%a'llf ﬂﬁllblté.'a'lf@l'y@h%?t? asc'ééglg%g\sthere?f with aréother subunit or cchmponent of

agents
the hetesameristrRAPLOBCOMRI(Eithes WA Steyie mﬁrtamecﬂr;sprafﬁr"@iﬂ?ﬁaaata@w.ﬂ@@y
preventfplg Ol-OARA-ILVETRBNerériérie rédRgiont @ BpléxTaimatise Icsp@dntbodiments, the IL-

17RA-I I;I?'%Fga %a?q%\r?'gF t§)r|1c§snol§1§ glijtg]u\?ig %ﬁ%? %gtg me?? Peb?;Ltbrg:%hplex In alternﬁtlve
embodipents ym]tbg@RAHiaﬂﬁR@ entagarnisy aln@sjmgrarﬂmwa isaluad obihel htzth@merlc
receptof éxV& Mﬁiﬁé r?&é?&né*ﬁﬁ@éé Qﬁ%r’nﬁle)&hs&f IR@bme 'é%odlments the IL-

3
A i o AR B e G b P3Sp e
comportehistofitine hglercareic eespptpaapmplex to Bbibitl ety RAramdfor kefif&Btdctjvation. In
alternat@@ @ﬁqgg@rtn@qs L Iﬁ.h@RﬁcﬂF ﬁﬁ%ﬁ}gﬂ;d’ﬁgt thUﬁsqm! bln@ﬂéjoﬁlﬁ% ¢ é( | IL-25) to

ues, respective ese residu

L 17RAIS e BRI WA ANGoLb AR SEAIA FALonaEP Dhghments
comprisei methdd wwaeuesandamﬂms Lf1ZRB antagdrit is anladtigeandprelingfprdtéin sas

defined h??éﬁng;:)tgﬂally Mﬁcfn g;;ﬁgtjeﬂl?sc‘mt %W& agl%ﬁgﬁn‘g%gbtﬁzgl'cg%posulon

horylati on

FurtherQFn‘BHcml%eﬂg inefRfey hef%dé &ﬁrﬁﬁH\)ﬁP - AR A5k Ror IL”WFtB’éc’ﬁéti@ﬂ idells
S| ne,

expressiioc [FaRy |1 CRMELPEATHG 1 o Y aRE oL P Mkt Brarls 7R
antagorfiits destiilredl hareih. Mol exampde, aPrethpdrof ingibitind/\L- MRARNdlenthr1 7&B activation
in cells Qs%ress ?er R dﬁE 97R@Pr w% Qniel%%ﬂs g 58 38 %El)é' t8'hh A 7‘P<|fA-|L -17RB

am dati on of an term na
antagonioveigH 8 oA A RREMAS)HE BT 2eas BT PURl f1ceRpPS!of e
heterontric tdteptbi.coinple-ahd pdritadip irenitite goisihisbiisraeasibeioh thetebi withtamether
subumt%f:gcmg)oﬂ%nttopt]hg h!—:‘tg ?{%E P&F&?%H %Q?eltﬂ!art\ﬁar été}g: rﬁrEﬁance or

ation

Confomiaﬁ@'\ab?ftangf%jIt'iﬂf%@/ym'uh'ﬁmd'-ﬁéﬂ & §Bt:'zﬁfﬁf€{e?f@rfa°e@¥?f efamrﬁe& rgivation.
In som&@ﬁbwm@tsomenmwmx-mtﬁm dneagBinist BINdE o QBARICET Y hetdISABEreceptor
comple)giflg 8 e;réétlgg | aF)%canrﬁ% I¥c=t §t1I7E I{{?Frﬂg Iogugr ﬁ(linsdrlns’l%g ‘than one subunit
of the hefiaiopierie rasepfercromplexi o binds d@d@tﬁror@rympﬂoa@qnmlﬁxotself In some

embodiR@htY REPILLIIRA-ILS7RE Bhts A.syn@édtﬁaesuoé\hhé sxk&ﬁig Slighad (slmﬁeﬂ IL-25) to

t ro
oneor i GRS e PEE A FELBR LAl GG TRARE I B
activatian; iln plteypiaiticeeers Baglinsentse thed s &R Ad)i- iRBXandagionistantalpits the binding of ligand
(ie., IL- %R@TLaﬁ'ﬁA%néfoﬁ' RreRm Qr?d inMBR1E-17RA SndhiL Qfﬁé‘gctﬁgﬁoq Additional

except proline, are th recognltl on_sequences fo
embO“*@ﬁ&tﬁﬁﬂ??f@eatw%wﬁﬁﬁfe"b?a'q el 7 ér'béh@%?f&?@nf?bis@f‘;?“?%"tbﬁ‘@'"g
protein, s @afin2g iheeins btienally ahenantidérisndingy@otpin ésia tredoraf ofal ghheacedtical
compos'itﬁﬁse tri-peptide sequences in a polypeptide creates a
ential glycosylation site. Olinked glycosyl ation

Addltloﬁaeérﬁl'io?ilrﬁ&tst |h@uo%trﬁétﬁtm§%med9&nd3&8mﬁgmrﬁ$i&y%&éﬂ@[e‘ﬁs released after IL-
al acl ose

ce al act osam ne,
TRAI RS PR bl CHBLEY SO T CelPPiREs s St Papflpya vivo using
one or radre lobthg M- 5-RA/H FIGRB ntalgomists descBbdulyherain oy sxamunlemyneilhcwcpf
reducm{??eléﬁ@ g pr&ﬁlﬁgn{n'\é?&y RedRloYCARY |LA17RANLSTRE RetbRnichE receptor complex

I'L-1/7RB ant a%om sts 1s convenient]y
activation i geis Ief‘%’ﬁ%sd‘gbi?'dﬁf"@ K /O femRFTSIS*RRsINg Sé@askésﬁe an Y tiRA-IL-
17RB ahthgdnist, twhe it the 1.S12RAILOI7 RBahagoristbihes atleast erttesbumit@domponent of

the hetetngrj[]er Qée!?g»gc a %t%epgrt(a r%gﬁhllb\ﬁ chr ﬂ@gﬂhg’(ﬁfggﬁ%hﬁw Hvation of an IL-
17RA-Ilg R 8 hedpromeric Tepers S%'I‘P'%E‘?t%fﬁmsﬁlc rogRpLor PMPIRY (eTBasviareTtr
hindrantd6r&@Rfoimeatibes cikHhgs) tpaebmred@dir@rrtelbm o pRisEaRMalohOfediators. In
some ergbo erﬁs tr% 1}!%9&)('@%%%&5%0%% binds ong%@t?‘u%it oF S?g hgtgfon%?g receptor

nam no acid seque
al tered through changes at ffe DNA | eveI parti cuI arly
by mutating the DNA encodi ng the target poI ypepti de



10

15

20

25

30

35

at presel ected bases such that codons are generated

that wll translate into the desired am no acids.
waeavhao7ereans of increasing the nunber of carbohys089/€01085

noi eties on the IL-17RA-1L-17RB antagoni sts is by

complek. hlﬁ@lt&rﬁétiv m%g&%gﬁ\g'tﬁ £ OFRhLING7 a&g%&%blqgssm&@ thdA®ne subunit

pro proce ures are advant eous 1 n
of the h?ﬁé%?‘etﬂ'e r%eetorr@qm'%xeorﬁMa thethetsreregricy ?F@PESF eReRlgx i sﬁ'f d” some
embodimests, thelLH17RAAL-1NRB atthy@s yéeati ricdinhibifha binding iokkyahd (subk as IL-25) to

one or rﬁgrg c%éér%lﬁg%hme*g@? e?lgz 're%g%to%p@%g t@%dg&e rtegi Ccﬁ lﬁ%r{ﬂggmatol’y

mediatqss. gin lteraatiyg emﬁpwﬁw ke ILOBRA-2ERB antaappist inBipiEpe bindipg of ligand
(e, IL fzs)awswlﬁplwroyh YRBIA RHEdes aaedsbefs;ﬁo.aﬂamab@lm"ee.ato(ra)Addlt.onm

el 18 gV 34t R RS R b B, s s
protein,ag gafirgd heleds gpt@ﬁalkyh@mngq;ratnmqm prptylnag;lmtﬂg formy of a pharmaceutical
compoditio¥pt ophan, or (f) the ami de group of glutam ne. These
nmet hods are described in WO 87/05330 published Sep.
AdditionalemB&Hientsdtthprise MpiNodsa Bsldddttitsdd@iBove]l ABdrein @RCpréihfldmmatory

mediatoR?sV %e%gt o%E%P?he fciﬂQWm3§l25?19% Beérﬂv?% LLO‘E37§AEF fbf%%t &M-CSF, G-

e startir'n

CSF, Mot TNES AN L B6i531 MM MMURBBRANIND. eptaxin, MCP-1, and IL-

17RB, &W@Bbhﬁ&hér}bmlmﬁma‘&ﬁ} me@igtoyaReM irtthe @A td Oreieb & from any cells
o the conpound

thm”ghﬁpﬁfal?%‘%é ﬁfgﬁ'écg?ﬂ?lf g#fgact acid, or an equival ent
Fudher%&%@?ﬁeﬂs lnyﬂﬁé muhgég g?&éscFlﬁﬁ?Lngvcé bﬂréanﬁ%l‘f’.lﬁqyrﬁlgl%é?ﬁber-

assocnamd&eaew Bl 20 Saion e OB TPiRAY ASLAYSATITHES dscirs Wit the 1L

17RA-Ill-€ZRB frgadohetspol ypepti de intact. Chem cal
degl ycosyl ation is descri bed by Haki nuddin etal.,
Additiorad@TbodAnents in@udeohathads Bf tgetiyg infldBBatisd, wimeeib theEddeRA-IL-17RB

heterorr%tn@'receptgrgéﬂnple&%artlam Qrcfnl Biockdrrobs teindAHAVARY H))padmlmstenng one or
nDletleS on pe t’1 des can
more ofle (e T RAE 39080 PRlPofy ea@me?éd% elhpio! eatng

inflammeati@ig b patient idased thaeotieerisdsadiministdring tt@said gatiebt amlIL-17RA-IL-17RB

antagon:ls? Siheré\i#{hg 1LI WM'?RB%%&E%Q bm@s ¥ﬁg§s¥ Lﬁé élfBUnl?&é cgmpoq%ant of the

O entla co at1on revent
heteron]%n@ r %Fptf”ﬁ"é’”@éﬁﬁﬂ% RRtially inhidspciuly '%b'@é@maf'%’e‘d apfjvaft
heteronttic éﬁceptor%&ﬁlex%enth&l Vi steridtirandb 6; aihﬁﬁmat'adallcharh'géo;thﬁreby
facmtatlgéﬁ%%rﬁeét IaFlmfla% hoﬂ s%mte%rm%ég |;nrénts t% M.C Ath 1|7h§|§§tggon|st binds

Sovalen catl on
one subupit qfimelte;romeme@ﬁﬂoag@mplgx dn elgrpative e@b@dlmmtﬁ dhe Ihd 7RA-IL-17RB

antagorﬁdﬁbinGﬂ‘rthl theh dhg sDB At RF fhe th@te?*érﬂ"fe‘n@ ké‘ée;ﬁl@rrﬁ%ﬁfbteﬁl di%ﬁ\@@ the heteromeric

receptogca Jr)rq?(ré@hgﬂgé{ﬁel n?cipg?ﬂ{ﬁ gwilL J(%—h.' (Iﬁt@églavg%alsto need not block the

binding pbllgypn‘ spsh asb-2§) ty ooé oromorp sbypongats lof/the heteromeric tdeeptor complex to
be usefWﬂ?@Jan%ﬁﬁarﬁrﬂéﬂoh lr{‘altlejrnghve%ﬁbodlhkéﬁts tﬂe ﬁ.4pZR3\3l15. 17RB antagonist

nhiits i pging sploand L2l 19 L A REIRHbHRRP rASHEvSE I i

inflammatiind Agidiertal émbodimentsigynpdiee aedehod wherini samiSIL—pMA-IU -OIRB antagonist

is an an%crﬁﬂt élloc}r?hngef (%ll‘g E)Etrlogbgl}h nt}%gégnr}%o rfigpé Lﬁatrr%ceeuﬁc!}?
composiighti f i cat | ons of | L- 17RA-1 L- 17RB antagoni sts are

f ot
Furtner pRadET ol Mabpds (8860 3h aBrinit FPidse MapRBtag L5 7RAL-
17RB h@teromeriarepémor complek &l partiafhesr figly binokes feam bengdactivatedt bquimmlstermg
one or rﬁ’cgre Bhtﬁe 1, 712%%1'7‘%8 Jazrggorﬁ’sﬁ; @&@meﬁth%reﬂ'r & ok Bdr ng:qjé“é%tﬁo@to@treatmg

nol| ecul e reacti n ic amno acid residues

an a“*°'8¥““t”ﬁ8'SPf de'l"?RA}/ afignt T‘/‘RB" gﬁﬂﬁ“%'ﬁ%s HMIHStEHNISP saih patient an IL-

17RA-IldEtR Brarttagonisiy waerein tthet IhaVRASL ¢tz iritagonfst biedsctt idagt ank tshbunit or
sel ected side chains or the NN or C-term nal residues.
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In sone enbodi nents, the coval ent nodification of the
anti gen binding proteins of the invention conprises

W b@askdre i on of one or nore | abels. In generaPCT/Usived/e01085
fall into a variety of classes, depending on the assay

compoHWEt d@@e%te‘i’t%ﬁé’nc%&pio%%l%n@(btaﬁlgliy |mublfs%mu@ﬁnﬁlb’té”‘@ﬁxlnaﬁlon or

radi oactive or eavP/ b)
actuvathpegj H’@tqeg’erqr&eg@rgcee@r gom p"’ﬁ‘é@‘ﬁ%‘?}i fem ﬁ%qng grgptggej\f oféf)e qu&yag@une
disordedh botee Ablim@Rs, thd)IL-OpRA-Oal 7RB/arsggoriBytdtone sapudll psthe

heteror-rfeuC g;!r;lgr; csé)% ?egkg{%l t%@%ﬁ\ﬁoeqﬁrﬁﬁlmehét tﬂe ﬂ)aq %&%)@f‘lzaﬁsaﬁtaaomst binds
more thgn mburam tie) he@!@'ﬂgpéeqﬁp gorp;gje;x’, gretmqsdlge l@qjeprp@g@‘sreceptor

compleX R IMIs6RE emboaam%me anél utwrerapams bnté@orﬁbt neddbE biBEk the binding of
S Lt es

ligand (%LH:F Bh_df()z §o o} o?gr]%peg%ﬁy%gt%%ﬁ% est'erorgﬁnct rsf)eéa? r 8<érgaey to be useful in
treatmeataf ai autbimnumadiserdeb dn atgmalive embodimérds, |th¢ng 4 Be”jj. i &RB antagonist

inhibits HEWHdRE of ﬁbaﬁﬁ"@ earLUZEQ %"ILW?RWa‘F\Q/opILQWRB I"an‘ﬂ' ls"‘us%ﬁlﬁﬁled‘eaﬁ‘ﬁéﬁ?of an
of various educe o ent i q% ster

{
autoimTRing ARaTED. AP A ST R ST BBe PRI Gt iRk 17RE
antagorkgt Gvam anhbddhms&efnn@ﬂtérmpphmaﬂysteel amtlbocpes fnaherforrg of dnpharmaceutical
Compoggirbﬁsent invention. Specific |abels include optical
yes, including, but not limted to, chronophores,

Addmorﬁhé}ﬁtsﬂfaﬁﬁeﬁnsanauéel rﬁaﬁéat@mfr@eﬁmg Wﬂérhmhm ahajol ﬁftoul%giuﬁg disorders, as
I nstance an
descrivad by, WhgIELF S5OFFS HFE‘SE Ly arﬁl"B{ E’Pﬁﬁ%eSﬂﬁ'a?? 'UE%’E"‘“W”"’”

bone degfddatinneatieitis, rheupeitoid arthritie guvenieragthritis| jgeeriile rheheratordeaythtitis,

paumarﬁt%fa?ﬁbfrﬂe YeRmlators drRRGY. BA}arfidultP fuSSHiE MeuRlaRREL S systemic onset
| 'uorescent I abels i1nclude,

juvenilerhematqid frgmtlg uqysw@@g@r %lngrqqar&pght'snjévemlg ertlteropathlc atrthrltls juvenile
reactivet gthritisaténilk Retda Symieome GEArSyndopk i ersneagativitp LEnthreisopathy,

Arthrop%ml g%ﬂdr {]We'nnes @%éﬁg%lsyﬂgé}ﬁggiogg@%gﬁﬂhs f&x&% A!Eé@l@roderma
jovenileSEFRICIEER Py maiones. Ruens ¥asculy, BAUCegicuathe et A1V S,
po|yam<§a|aegwnrrgfoﬂﬁnhnﬁdﬁ Syshngix ansh‘at thetmatyia airthriis earikylBsintPEpodSitis,

enterop%hg )?gh sur%%ct@ggfthrﬁ% gi;eger R&roéwgSSEﬁﬁ% yrare nﬁ ﬁgrongégmty

Enthesqﬂa@xaAerQRathy@yodromp)egqrrpkcmyp&mg§orlamg§3 sggrg@erma systemic
lupus e ﬁ@@@usYeéécQIWs aﬂ%hﬁ' EJSI rﬁﬂﬁflé’ HQ‘Hafbn{yBﬁDs &é\éﬂaﬂﬁrﬁﬂs%olyanentls

E ¥' dT
rodosst, WkBEer s SUATAI. 1 APy IR UM P BT
cIerosnSmnmacyeplllaP}{ sctesdsis; grtgrodiiy cho@ugltlalS]ogreoptsy@d;pme{y@gnasns plaque
psonasnh erJlrté'tg'pg&laHs UiF?\FéP@B%Bﬁa%s %s@ulﬁep%&{a'sge&yth%déml@ﬁééhé’sﬁs dermatitis,

R :
atopic dssqaﬂﬂ&% §r'x?rq5ﬁ'6£9§'adv%{seét"@gﬂlﬁee% Sirigs Lagysdfartatosus (SLE)

myasth@iDgravis) aflemitatdry bawetdiseast (1B drehnal disease) alcadéye dolits, eeliec

dlseasenrQ\thl QMI gs S ggsﬁ\% (frlcklj fh %ﬁﬁr@ic é?lrd%tﬁrllsrbas éé‘:u/é]%s?elated
iy (e (g

uorea specl es O
chronic (r@ﬁramﬁtoy cendigns, origgarressmsyﬁwszé@emamwonls@ﬁiwcﬂve

pulmonérg'dlé@iséqbopabw hedhicesenchifis; emphama)) kehie Ressiiaaity Disorber
oresc I o

Synaro DS rofonl St SRRt Rlimo R ergion, pumonary

vasocorgtristior, gete lUNpiniung a|lerglcga@be‘@pulmnw asnasgiliosisohypersanaivity

pneumoh%ggosw@pﬁitl@ﬁrréﬂhﬁhiﬁsor@rﬁhrﬁ@ 7a1lé1r§|15 brcH@HufE bnohlectasid Ibreulosis,

hyperseﬁlP ﬁ\(lté IpHeu(nwﬁg Tceﬂ%m%éﬂ %g%%&gpd% |§or\cql?f su ocrme Feeacr:]ttlve airway
diseasel(orcdybfgnciion) fyhdhaimki byesingsis, intetQigd lung dispaseu hmer-eosmophullc syndrome,

rhinitis, @n'?:l@s t%"’% p%@s?ta: lunB d%@gébc Eﬁﬁéﬂ@ﬁ&ré%msﬁfené& agiocateldgrﬁtﬁ wiral-
nduceckgaRF 90 (PUREIPES SRS B PAYAS (R DerTABbEnea vrus (PIV),
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W08/ 26277, W9/ 49019, U.S. Patent Nos. 5292658,

5418155, 5683888, 5741668, 5777079, 5804387, 5874304,
wG38ANP76 5925558). All of the above-cited refPCEOISHE9/001085

are expressly incorporated herein by reference. Al of

rhmovan@@(VZQﬁ’a’ &quﬁrgg)' Eﬁ‘ﬁa.ﬁfﬁghé Blgé’atsEO‘?ipeqfd|aEQlte§ gm%ntug é}q{/éwdlsease

Ins co made to r ot €i naceous
Addlsoq § digepea H%’DQUF'RB’hﬁ?ﬂ"%ﬁj‘SﬁI%'fmmmWe 'Wﬁ%l %V'é r?é‘f’é’ied\'?%r ic

7/ 17R] d
il e G ats AU At AT s e AP RS gt BTRRIG FahesRPenesy tectve
amountprf esegTtmdre) ofeamtlL-0TRA&ILs 7 Ry antdgdeist togstien with efpha;rmap@tlca"y
accethbE dhaé?ﬁ\ c%*rleﬂ-zgf@oll?z@l; @%Elflért Bresérgtve! Cﬂne)@r gd?uvaﬁ?( 3 Bddion, the

B ant agonj sts for
'"vent'oa@fod@g\%g‘etheﬂs PR gamwge@gg Sien ShaEcHFd capepsivon ==
well as triethibgs fbopreparmgbnmamufacmsmg afmddicaheéiAer|use IhAfBting the afore-mentioned
condntuo"ﬂQt agoni sts is generally for the reduction or

melioration of signs and/or synptoms of the disease

Acceptél‘J'ie feRUtibh ARtetiQE aiUHoﬁféan E&@E:EE&E at the Gbéé@é‘s ant®ncentrations

d t. .
employi IR PrATte T RESUARS e PDATSCRIER SPmestio ARy Rafei g yjgton
materialsderanadifying) engintaimeg ertpreserving, fonexampist teeHobsraplaritd vieeasin clarity,
color, |sfoBFncft\hSdérrﬁéﬁﬁeﬁgblw ré/t@(:f cﬂéé%luﬁ@rpg" rélb&'ésa&e%tlgfi &%ﬁ@(ﬁatlon of the

descr’i bed herein. Addi 3/ fective anpu of
composifign, {n. sr?fmnvcmemssgﬁpﬁd@mua' e i, Btk gt ited o,
amino a2fdk ¢stich ¥€glgeine, plutaafine) aspacagineparginiad di Iy$ins) adntimictdbiats; antioxidants

(such agg&mb‘?‘c &R ggd?iﬁﬁ gl}?ﬁg %ﬁﬁ%yg&epglﬁéeguﬂe& (E&‘R afs bPrage

tion or anU re canent

blcarbomi% leeﬂr@ﬂ icliatest RheBRNAAS108 otheyiganiaAsigl: ReIkiNG ageﬁ\& (§eRb a8 ‘mannito

or glycifid)chelbtinpdgehts ¢UAP b$ éthy’lgweaI’émildstét?ﬁeetlclacfhlﬁﬂ)mtoa@ﬁﬁklﬁg agents
(such a%gacr*eﬁngg;:;]olﬁ(/inglﬁufo\lﬁgdanlen ertae gy?chdFﬂ? oérilrdn?dra §<¥pr?p§r¢'6et§ cfclodextnn) fillers;
monosagstharides: disatsharistes; sanbgéqueaﬁboha@rmeﬁ K%Jph a3 gluepse. anapngsyralextrins);

protelnd @udh%%@e?uh%l@ﬂrﬁm bR bi |@|ﬂ'@h0d¥6ﬂ@lﬂ€§ TBa1dkisg, *ﬂé\ibhh@éhd diluting agents;

emsitEs 8451 AP A PRy P o el i P
polypeptigésn splicfomning covpteronsf(stich @s odiumRpresdrvaliveB st asdpendatiogium

chlorldéjﬁérﬁBle?g ‘J%ﬁcfyﬁé &bid, ﬁ{%er‘éﬁrﬂhbﬁethﬂal@a{oh%tr@fpa%@h kiirédyiibgraben
/or |L-17RB activation in ﬁg ressin

criome e, S5 2" VS ISPRESE K PURTUR SIS AGOR T HoRrIag o
polyethgenel dlycaly: RAgeirlamlcibﬁcFRB(sacﬂ asgoaninitdl or wdrbitod)| suspérelinglagents; surfactants or

wetting %%5@5 ﬁbch]gsgiﬁu 51'[:'@ & @@' Shbilh QQérsaﬁolyjsgr@&tes Qb a§lﬂ>gH§BrBat9§0

ent eteroneric recep Orcong
polysorbaA? tiitef). romethAMne+ lecithin. ghefesterq ﬁH?’@P?‘b stpbil @i"%‘ﬂ%‘ﬂ agents (such as
sucrosel dt@or@Rrdl); winichly émandiey agenisysuch ao élkﬁlDﬁﬂGIﬁﬂleesQ;ﬁrefel’aely sodium or

potassi%ﬁ Elﬁgr?dge% rs:mt Ies%ﬁ%ﬂ&? @vi%g}s]/laeﬁl)éle%edllu Ff‘s F%éepq S{d/o(l“ phar{naceutacal

rante or co 'ange preven
adjuvanty. -SepFAEMINGITORNS REABMARERT EAL &L dénﬁqi@n (AR. Genfmo ed.),
1990, MK ﬁm“gmng Céhipange enbodi nents, the IL- 17RA-1L-17RB
ant agoni st bi nds one subunit of the heteroneric
In certaihestréjptiiotents oth bgetkmal piarabdeaticehtompmsitiohwitlbadeatesmindd g one skilled in

the art c!e:p 4111r£§ tﬁnlolr 377§§m @t 9 Qﬂalnﬁéd n)'u@q:? Em%ﬁtrétmg grb%{ ﬁHpé{%hﬁ desired
eteroner rece or conp S

dosagen Se fesipEATRle. r@wy%p%ﬁmwwwpﬁt SPHENGHR supra. In certain

embodigmaine bubke cdnspositidi rhéyunfmlé%thépﬁyma sBité, 360 My Siated® @vivaatlease and

rate of ii] UDBQI sraﬁ&l: fﬂeqf_jl‘lﬂgA ﬁdég%n%og‘§yqx]cé}%m|é‘m ?)me'ﬁg {RQ%nmary

roneric recep
vehicle pesafTighits mharmacrvtml QOMPDHHon M3y RS eI AT SR 0B AON- Meous i nature.

For example, a suitable vehicle or carrier may be water for injection, physiological saline solution or
artificial cerebrospinal fiuid, possibly supplemented with other materials common in compositions for
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alternative enmbodi nents, the IL-17RA-1L-17RB
antagoni st inhibits the binding of ligand (i.e.,

WO 260283697® | L- 17RA and/ or |L-17RB, and i nhi bi t BCT/LSZD#$H01085
and/or |L-17RB activati on. Addltlonal enmbodi nent s

parente?é? g@rﬁl‘né@at%n 'TRE&}P&F bm%o%anb anla lrn )ge%%hlsleruiwmmm are further

gonlst IS an anti roteln fine
exemplﬁré ,vgl?lcﬂes d‘fb?ﬁ’%ﬁ'ﬁl@?ﬂ"ﬁ@mﬁrﬁ’f‘?rﬁ@ﬁe 'F‘H &P'ﬁaosﬂfpﬁf %‘?’P\prisg Tiis buffer of
about pHITeD-§.6 dhabdtata bpffeionaetibH 4.85.5; angpmay furtber.indiide tsbiditol or a suitable

substitu?é‘rg? gé@{érﬁbfh en%dﬁ. %h9q§RQfantF€J}x sj? Eé%&gltlurs 141; prepared for

activation in ce ressi ng
storage| by mixirthe aejeqted copmBsition Ravipg th%qeﬁ'gedcﬁ%re@rof wmewm Ont'ﬁfea'
formulatider é’g@%‘(hEMINmB)WPHQRMASESTMQOIME@ %ﬁ@’e)’lm tHelform of a

r
opniiEH EORE i en daapg 81 Bne FEE sl BimerprReafa e fL it TR
antagonjst ppdod mmyibs dymelated sis @gyopalilzﬁt@@mggapp@pmte excipients such as sucrose.
I L-17RA-1L-17RB ant agoni st, wherein the
The pharmageptigal FOMACHIRANSA{ thedBYRNEIN 931 ha Selggted forRareiR@! d8livamni ¢
Alternatﬁ/blyctﬁabﬁﬁmttloﬁsf méyise sutdcRidderehiatitisrecrapt defivenyotfulugix tharithestive

tract, sm@ﬁ g or%# yPr{a;EgFétpaht s&:‘m SF%JrAaX?JtiQQIKl g&én%taﬁﬁsbgﬁng?é tioﬁg is within the skill

anot
of the afeTes brmeviation per@ecmeoﬁs ageonrpseskpreterablydn ceficentetiens; that are acceptable

to the sid &@Bﬁ\ﬂﬁs@raﬁHn? gﬁé&{]r@[nr&ﬁﬂoeiﬁ@hts(?m&%}e &Jé@rt@m&mtamh@bémmmon at
e merjc . or CO

ohysioagEa] L 25 SIS ISR AV CS P FRDSF BLIRRARL S kgt

When pggmégé? gérﬁlglgpét[&q% &ﬂ%n@répébpfrqgtlPi?elitgﬁbﬁgbegn%{asﬁlétg I[{1ay be provided

in the fqrrn ﬁfw RIOgaN: fwmyraﬁ?raﬁy@%qtabdﬁ FRISOYRROWiMEAMRSiSiES Ysisigpirad IL-17

receptoPAntigEebiR@ACHrolRIih 6 pﬁeﬁﬁ'ﬁ@édﬂéa"@ acgebrXle vericlbi A@artitligrly suitable

vehicle %ﬁtﬁ%raﬁtg%f Hséctfo%%? ﬁ?rcfe il%@%p (Et)éﬁ_'{?fg@%lh e ILnI7§RrTE17RB anta onist is

n T he anta oni st need
formulaisd @8 e stefite, Isptauic agjutish. Prppgik @reseveh in ot %9°dﬁf@efttﬁn§1ecnfepafat'0"

can mch'ﬁl?lar tﬁe mgﬁlﬁ% &e@%sdlfehencﬁ?h@r\nﬂtﬁ%ﬁ la§erit B hDihjeBABIB InfidfodpBeres,
an or

sio-orodii peies, G ERSSATRRNTES (TPRE MUIAVRACH pEApalPolcacid). beads o
liposomas ttize 0@y ptovide leprigiotied thgstbmﬂtmehegsmf the ;gaqlug:t ‘(vliucrecan be delivered via

depot lrﬁéetu%mln Eéha'ﬂ-erﬂ{?o‘aﬁné‘\fkd(\ﬁrlurwm &Yﬁﬁay Q&Sjbé mli bda"vﬁg kHe-ckéERRF
/or IL-17RB activatlon

promotle%ﬁﬁfq|r§g dgralq%q 'ﬁét?f ‘i}\/ﬁ@?t&" Iréc‘,%r'tampm%fqlpgg\ntﬂ_lmfl?pgble drug delivery

devicesaimdydgased o inteodace thetiesired altigaal bindingpotedri. n, as def i ned
herein;, optionally the antigen binding protein is in
Pharmaceiical spmpesitions phhe ivpention candle feramistes fei ipkplatiapidp theggmgmnbodiments,

IL- 17R£W‘7§B@‘ﬁ%§m5trﬂﬁdylﬂé¢orﬂ‘ﬁbt@$§ anry irfReldBlePBwder. Inhalation solutions may
Lators 1 el ease

iso be RBen Sl g b AT B TPIO) el GRS BRCI BT ygLfgS may be

nebulizédh Rughdraryeadprigstiorgarsidonhuatiopinethodsthereioee are furthendescriped in

Internatl&ﬁél@’a@afnt Fﬁfﬁc&tﬂon NZ%'I’/US@Z/&% 8?@%%@ |§Eo?p&l§(§@ HI R€fence and

herein. exanpl e, reduci ng rel ease of
desc"b%sr%ﬁ"ﬂ?flaafrﬁﬁl‘(%if 9f°|'?§’alca‘lyd}‘%d'fﬁf’?@ite'flst 17RA-1 L- 17RB
Itis also fe tﬁ%t rﬁw%ga&% c%ﬁ rvmk?geredvoatllly?i].esfhé'\xlg o1S7I§B S;t"-,mtagonlsts

that aresadnwsd;@ecﬂ i this faghion QanlbkFMrmuLatedmer withaug eatliers cusigreariy ysed in the
companBﬁg btsolid %béfﬂg&dﬁ@s BN Sid BpEs. ¥ cdriBAembBaifents, a capsule

may be ZRTTeE0 (g AR B eI RgER Al B (EmGrtep gt s PPRAR die dpstroitestina

tract whien bivatailatilitpis naeximizegitand preasystamid degrati@tioi-is inininTiRE. Additional agents

can be h@ﬁ&rdqg?éclhféter &%&Bﬁ&r of TP A neﬁﬂmdoﬁlsf @I@@ﬁt@ rflavorm?s low
X e|t er via steric hindrance or confornmatio

melting ewﬁﬁ@a@ St ﬁ%‘?‘%‘ﬁ?mlse'blﬂt‘iaﬂﬁj sr“éﬁ’eé‘&% agents) fRe A IA9ERNBY %e”ts and

binders meagliasb e @mploged.
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some enbodi nents, the IL-17RA-1L-17RB ant agoni st bi nds
one subunit of the heteroneric receptorconplex. In

w@bkdoens®ré ve enbodi nents, the |L-17RA-1L-17RB PCT/US2009/001085
ant agoni st binds nore than one subunit of the

A pharr#ﬁ;E@tchl%HgSsnﬁo%%@ me%veﬁwmé &éferaﬂ’)fy 6?6\%% td &ﬁnﬂ?l@é Qﬁ Qf’f@%[l\}ecq uantity

of one c{rEnCoieﬂM] RA- "17@ aMecRyN B e "H’g\érﬁ V‘H‘Bfw Fﬂ’ﬂcﬁ?“f'p'?ﬂ%that are suitable
for the amdticige 6ftatidtg aByldi§soluiry teestablbts Abgtedi@watee oodnoter eppropriate

vehicle %SFR&HA%%& %fregtar%ed |# Srlilfaci rﬂnC S[Jﬁéﬁb'f‘eoéﬁi?)leﬁ@ rﬂ%‘u@? t;uf’are not limited

uce r anmmat or
to, inertgjlyentsy sych\as cglp,:g@d:iaﬂagn@tg sodig@ Cpr_O[[tiQAL bigarboppeg, lactose, or calcium

phosph@t@hﬁ%&ﬁi@bgéd’t’éﬂsmr\t& dtah@w lgelatH, BBacatial drydAchting agonts such as
% % ¢ §A an d/or | L-17RB, and reduces rel ease
magnesiy SERT Heivabory

#&di at or s. Addl tional enbodi nents

Addltlorﬁpﬁﬂérrrlng‘c%u@camgﬂlm%nﬂ)@ gfjto hitosd Zﬁ%d i-thé Zﬁge?ludmg

onfst 1s an anti roeln I ned
fOFmU'aP@\SéﬂVﬁ‘V'"@ Bt 7dﬂof‘a'ILr1;7Ri3r?éta§ﬂ'E'$t§ é‘rﬁuﬁtﬁﬁaﬁ’ 199 C?ntfaﬂe@. qeliyegy fopmulations.
Technidub&fof fFmulatinga viahety bBstRstisustaiheds onguDEbIted @BliveAdtedns osuah as

Ilposom% rggrQ g sr‘rﬁg %%d%%%’l’: ]pﬁ tJ?’?)Q%US gec‘adg Gné Eé%?qje?&%\é eare also known to

those sblfedtnh@epm Sgwfqafgxamp_le gnteqngtjqpal Faterg Applpatm Noy ECI@JSQ:&/OOBZQ
which |%Fﬂ0rat5@@—rgferéﬁ% art-desibes coMﬁFreibaké-ofbokbus E&iﬁaenc

mmrop%@}l {or dghvarylc% pﬁirgﬁgeutlgasl‘ c%msmggs ﬁt&%&eﬂ E&ﬂe‘ase preparatlbns may

include perolpmealplqaolwngr madtidestimthe kanowhshaned articles, €.0t, §lnige or microcapsules.
Sustam[e@}e?e%§<,9ﬁlnatfrlf:é¥ﬂ1§\ﬂ)fcll‘r‘&| ﬂoﬁlegtanrso Fbg@@t ﬁonﬁ’éch&é% (&4 disdioséd RAU.s.

Patent Ig% 3(]@@.8;? B@OE%?J%;E rPta@Str /l\qu?[tlp?] getlﬂlﬁatw Npaﬁl? 5%1 hea(gh of which is
incorporanithy refere o) aopalyrders of ldgiuamicsacthandgatmta ethyt-Ligiutantagel(Sidman et

al., 198593 opﬁe%%ﬁh‘%”s\é) %E}lg (?W&éxi%‘ﬂﬂ%e%aﬁ@fafé?(l.%a&ért&a'i heygh L

Biomed, Heleq, s ETRGRET 310 vingsh 198, PR AR SR 1 OBERsTe ibacetat
(Langer] &t-al.,/1384 | dupray REpdnebEF DRfIrdxgbut@izepid GEuropsan|Patent Application

Publlcaﬁ)o%rﬁd %H1¥33 géBdf %Lét&n?& f%felégéjc%p%g} g'l% rﬁl%_/a%%t Yﬁ%?g ¥nes that can

be preparﬁﬂ ag éW @ﬁSVQﬂ@mhqgé knovavie the artF See B@nfRpeteinaetabt 1SS, pc. Natl.
Acad. Scf 638, A.18g: 3684- bmrrambpé‘anl Fateht REPlit&idh PuRicBRRNdsher 688 676; EP

08 044 T E S R GO s b the
Pharmacéititdi 30m h&.t%ﬁ?ﬁseﬁ%r@ﬂ ODb SdmiRiden 8 t!l;ﬁc%ﬁ)t preﬂgeoeéébét@?flé

or caom het eroneri c receptor con'p
preparaefs |Saqf'!'§?t'PmFﬁ"d?et9§°@PP"FEﬁq Ry ﬁi'tﬁﬂ?fbﬁhf%'g'? Heftaf 'F'B?P"d?embr anes.
When tieCdokmipasiianns Lyﬁpmlhed Redriesatioredding thie erfHoa imay bERbEducied ielthee prior to

or follov¥ Jﬁly?pthq’ t%n @ gr{L?Eltl?r{ (fco o?'?'&%tf!)rop%?gnte?%]%Qﬂﬁ}strgt%%rcgpxe

stored ig wgremllzmamrg or iptgesolutiony mn@nte:alwmeose\ﬁqnagmr%lv afsi MRped Giiea

contam@rUhEWﬂg b s@fuefab&sa gbre FEHBREM Ble, IAAGRRVETouS 88toRbag bfvial having a
e |L-17RA- I L-17RB

stonper e GRIR b RUTH T BB Bne. subun t of ¢ he
Once th'%?h%{%ﬁ&fnkﬁ cBrﬁﬁ@sﬂFoﬂ rhgf ?é&lf%ulagd P@E? ge gtgl%d r}%t&'!]é)ﬂglg bSa

or conpl ex It In sone e I ment
solution, tusmmszm qel, EPISIoansligRrsid. onava dehydratadar lyoptizesippgsg Such
formulafdns Imag &8 @toeriLntherds a kdadibg-udedorané 04 foffa (€g.CPORIRET) titat @&f

reconst]th]ed a{}%F f%ra%nﬁrétr%tlcf Cl%etan/ ntﬁ‘)ﬂ r%%l ?%v{dgs P?s fﬁﬁ?{#ﬂucmh? smg -dose

Ive e
admmlStrattomm The-kity RBhaﬁwarg@nn@v epHioptaing ot firgl aqakeing” feﬁwng 2 died

protein hhdP&kdokd cdRtainel havir)antaQuédus IofMMANatshd/1R Eerlalr ehidBimentachf this
useful in treating
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i nflammati on. Additional enbodi nents conprise a nethod
wherein said IL-17RA-1L-17RB antagoni st is an
wanihddge as defined herein; optionally the apti/bszy9/00108s
is in the formof a pharmaceutical conposition.
u reat
inventio! (.&*&ﬁ%.ﬁ.g@gﬂg@?g&e r?\ul'tl %@%ﬁ% %lﬁﬁ’%ssyq&]gﬁk(ﬁ‘ ﬁc{%g sgﬁnges and
'Y°SV"“H%%)éF°tﬁf%Y"i‘Qé’ receptor conplex is partially or fully

b t] d .
The thefae GG SRENE BB L LY RS VR BPE LG BfprPaceutcal
Composhtena? e erﬁ;myedx\arqebend for exenimier] upén the dwtaprgticanantext and objectives.
One Sklﬁé& iR HE Bl SPprdi a‘#@fhaﬂ tHe é‘pp‘?cﬂinb@gﬁ)séqél Ié\%%%rttré%fn?é?\i will vary

npri ses adm ni st erlgugto sal
dePe"d'_[‘QRAPFfF_ upgRie malecys dplEredyhe rng|0ﬂt'qnﬁgr VY'LChlt'm& VBM'W{EBB
antagoras isag0igi used, thedate af adndsisttation) @ns theusizet(baaty we@ight) bedyt sucféce or organ

si.ze.) 'anltdﬁﬁ Ic{;ﬁtigﬂ gﬁg%#ﬁ ei %%ﬁﬁ!alqe?lﬁﬁmﬁg?tﬁgﬂ Igr@&gécrtﬁérb%)dlments %he
clinician ey Herttes dnrags %"@l@?,%f'@rm% riRdEinistiadipete\PbiRiLINE PRt thgrapeutic
effect. AtypRana®aigedhay rARgein®aBIIN € peik§ & Pad abdud 36 Agkg or more, depending

on the fgggrg%e%%}fag?ﬁévge Irl %beg‘ ZBAmtl)o%m};\ngh%rgo %{%B+%t ranieq‘Fjo% en Eg/kg up

roneri rec or C
to abouh 3G me/ka toptianalhasel | He/ke 8P tOtalbeut|3ngmwFrpm1mHaB/kg up to about 5

mg/kg. @?E&QQ@ it S urﬁbﬁﬂ)‘éd tHat ﬁlst@@rbe‘a@férrﬁ#lgtpﬁv (Euaﬁﬁedtplﬂ?slmans and that these
meric erone

gt 0 ex t he E(

coses S RIS DB DD LB\ sshes CRIBGER PRBFPECoH PR Parameters of
the particllad IE RARALL- 17FRBaraiagmgo|mtm forma.dadion osedb [Ty pikally heeclipiciad iadmyinisters
the con&%snildngﬁ‘lﬂlda doiHgdts Asaichde tRathackhiQelMe RsirdPdtfecC Qﬂlpe&ﬁwsﬁloﬁﬁway

e heteroneric rec tor conplex to be usef
therefore g AEIBIHEre 25 SR IS8 WA LGFIBAOSES WG R ELTaygot contain
the samerdo@uhtad ﬂTeSiesﬁddendléculbYRArr time, Jof BBa aoritagausi isfusiornhia bn intplantation

device #r%gtfgi?ggdﬂge tl” rlsehgw tlfe apﬁropnété'dgséﬁ qu?dt#nel} ET%%% of
ordinany §id 1 o1t g 511368 BRI S LIRSS By ST HARpropriae

dosages\vmay bé BsceAdifled throﬂ@%eldtaﬂﬁﬁﬁﬁaw&oa@mpsdseld&aaﬂh certain
embodu@lnﬁtg QR? IFY] e1 7%% IE’%I?QSranO% &h b? %wn%ﬂ?eré&/ toibgﬁeln%mﬁ}og&%t an

rraceut | ca
extendeAdlmemeowhl C@maﬂnmﬁtfa;ﬁlon ﬂfcqndbl-é7wlhb7d§3 gtagopistmayginimize the

adversd |R1HuﬂéTHPéllb@fb ragy%wcmcsh té& \ﬁ.ﬂﬂdavm |@$7mb3§rﬁ5goh§ﬂhat are
orgers

not iy R o DG Bl A e g e PRPL A BT APHGFD I Sy man animal, for

examplel @qroadicly inoman antibbayi aringn-humauandibedycpreduced intai rop-hyrae speces.
arthritis, juvenile rheumatoid arthritis,

The f°UE%R§éF'aF‘tSFfet!ﬂ"z§hf the pYRFAarRUtiEH SorReassicn isdp ¢ord Yith known methods, e.g.,

orally, tirelgranjedtien b;’arntria\tewsmu trﬁa;sehmaat natrétewbtdn(umtta-ﬁarerﬁzyﬁﬁaﬂrn C
mtracergbrEVﬁntracl'ﬂ\a/re ﬂlgargﬁs&ufé‘\l N rg ocul g\&ra? eng h ng portgpﬁr intralesional routes; by

osin
sustam@lrrtehﬁet systemjs @v@mmmnte@mmvwes ancantain ersboqlrwémrtheecomposmons may
be adminRtePdd 15y bAWRHj&IBh orBAtinaBIMY BYTRIuSiISIE LPBEEPlan\atié device.
Ent hesopat hy, Arthropathy Syndrone), juvenile
The comigsitiai almymay bé admihisteaildoallypsdimpiintatiomoftdthérhbrane, sponge or another
approprla%vrﬁﬁth idf oS lw%[cﬂ %rc]@m?d Méflg&llé s%)égr'i gt@ofbeh Hp%ﬁc Eﬁulated In certain

emat osus, j uveni vascu pauci ar
emb°d'?"ﬁfé§br‘r‘6‘lefﬁ a1 impleRation devicp is| upag. t‘heb(iﬁvﬁﬁ mamée fraRI3tep into any suitable
tissue oRbrigh, iahdl Belivery of 13€:d651@6$tﬁiecﬁlb %mbﬁlacﬂlfﬂl%ﬁh_ﬂinield&elease bolus, or
oSk gL spondylitis enteropat y arthritis,
Commuaﬂ@éknm\'/sgaart hritis, Reter's Syndrone, SEA Syndrone

The IL- ‘gﬁﬁrlgq?ﬂﬁtaht\é?énﬁts @%Enrb%ﬁ %Q@‘rmfay tﬁﬂts@& Q%Hﬂ)ﬁamglrqugement post-

0S| psoriatic art tis, scleroderna
treatmegl, Q1 GORFUE eﬂubﬁégne@pwthenawg%'ca'@s%f&%vsreﬁ'v%"eaﬁp%rhﬁtdrsgases and
conditiopodesmjtadihieredn. |6l eng@hisomiadnt, tthesl| -1GRAGIGATRB1antadodists described herein
pol yarteritis
24
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nodossa, \Wegener's granul omatosis, arteritis,

pl oynyal gi a rheumati ca, sarcoidosis, scleroderm,
wa@elena®ire, primary biliary sclerosis, sclerospPemus2009/001085

cholangitis, Sjogren's syndrone, psoriasis, plaque

may be%@c{ |'n %5&1&5&%“%@%@&91%9{ k)ﬁscf 'trgatmeﬂtvgr{) c%ﬁapr%ﬂtr tPe%ﬁﬁe%’t) with any of one

or mOFGdB\‘Frfﬁ'F'P'tqr%fOF the pRteeniar ﬁﬁ%’?fttpg of the H'é?%?% F"édr %%qf%efs regjirgsherein,
such asut hdt lidit€li B LAIFrmsY Sblese mNittqau@torErr;ctuhmgmamsmSpt((ﬁlcE)as

ENBRE@')o S WSP & allgor o?r’nPﬁor}rt ?%P?%l%?!nc pc‘}\élf;’ékd/g} ;?53:?51\%' réé%?é :molecules

and ffagf’ﬁﬂ"ltﬂ thé“S@ﬁ'l—Wf@F(EVEI)Od'%iSQUﬁhrﬁS pytmet linited tp. Eliximahdych as
REMICRIDEp)' dHd'D2ES '(QJcﬁ%E PIWWIIW) ViRl lthedike F SUCATTRE irfhibitemRiintiude compounds

ond sl AERGE A BS Sibr P REE R pRetmocment
the prege@URRNtioN ig direatdt to thiequsb barclhi 1l RA;IL-&rfithgrdagoalst in Aombieation (pre-
treatmeﬁ?teﬁtfgt fradtReMt, Q’ OREFRh t%éﬂ'ﬁ’én‘f)%h (aﬁ\f‘)g?%ne oF Fﬁ%@ Jf ?ﬁe%lhbwmg TNF

ress. syn stic fib
'”“'b't°rﬁy EQFP@H@B Bf?te"bﬂﬁ%%WF \rﬁ.?graierdmet 'r"’l“E FP’B‘HG TQE u?cépﬁ%W@e -l
("sTNFRst), as yefinad herein), anth TR ahtibpdibsygrenuipcys paoryistimolatirgg, factor;

thalidorﬂ&p%’i\l%e% tto.J-:nY<1 yE B%UEPAZ P@Rﬁﬁ leehulﬁe %ﬁwmh&am RP

ron ItIS ronchi ect

73401; peptide EMBls 2&1 44%p Rs?é%ﬂﬂ Pr@G-dipminapyrnwi- %—hydroxy -4-cyclopentene
hydrochRiaet A aR, |3Rpﬁénsaﬁ(fgtlnrd|a’titt$ﬁd)ﬁﬁmb]L3(ﬁ:e€Bx§®bldﬁérﬁaneS@RCEN)iﬂ‘ans 19-

adenyl)r3ea2%f:dto<|r:]yV pgntgmg%cﬁlg n(i?{ R gﬂ)ztf'ansqt(b %nc}roxyy pnu% %% 3-azidocyclo-

pentanqqwarbum nretping anecsiuss;smn umtr@ artr(ﬁPﬁspe BZ8, EB|4323P9.iGB 2 3101, EP
393 43 W90/ 3575 £ GoghioTers @12 fd6T WaY9 103885, EESAGIY 4 Vﬁn@?x%oomgm EP

a3 90 B0 Phlah i WioR ot (] 4 AR 0P QSodd B, S8 So0s wo

92/1621PEN/H12 5480 BR7i5261 80, RO 93(ABEa ckehh 6RE ms\)VO C/AGHGIWO BaN &7,

EP 417 ‘36§ "W@ @4loa_lyiféearld F‘h'ﬁ*ﬂ@r@a‘ﬁoﬁ@kbéh{:&%n NS BY BB soflh 5035 q?or example,
enonenon, aut ol.nu

i S
EP 393 ﬁé‘fb%’iq ’%P §22 @9#&9”‘&??06% H%a?"i' %’ép ”“ﬂ'&lﬁlaf’idéﬁ%ﬂené‘??o‘ﬁélsﬂ’éﬁlﬁg NF
receptor tpd Ieiso piamrea¢ STNAR:E bor 'SOkQE0BNR inbibitor') angha selutsig THF receptor type |l

(also knlbﬁr? %%%Z!&FE??L}%%O%J G inHtSlt&?%rgcﬁ\gafly tgﬁﬁehdo'ETWse a%fwe"ﬂrés

ant agoni st
modifiehiogPsierent (P dalMPygments gmcmaledeawtuéwd VEE#Nt)e EP 393 438 and EP 422

339 alss @ibdid¥elmetifids fo? M8latihg the lgend3Ir@spONsIEE fov Eodirdité Mhibitors, cloning the

gene in %@Ma#\éa\‘/g%tbrs afld @S\H&éés‘%ﬂu ewgsc? I%B\{l?e eng ;proé) c'eqt% mME thOdS

Additiongliys pefyxatant foras (eometesules @mpasmwme tb@ qretafiwgm@v) of sSTNFR-I
and sTNFREID ﬁéde%oﬁeeﬁ&@él&s’é@t Wdrﬁ%nﬂ)o&ﬁ@h@éﬁ@%ﬂl&vd‘l@ﬁ foAh %dyrbe constructed

oy cherfigf ezl i e TP ST AT E R P e Pt ARy SRica.gcentable
linker, ferlegamigle ag}eeihmm atyonld\Bier 9241628 hand P! 95¢84826)/ bry acraptide limker (Neve et

al. (199@”@ k/ﬁ@*%&ﬁ 365 Qﬁ) BPaKém&WEdu‘amfg t6 %ﬁr%?dotthé}ﬂmﬂ%/g to avidin
formul ati on_ nmat eri al

wo s1iidsh aPﬁH.fH@J'Voﬁ‘V BreLEaRhiRgric P%‘Ib%&'a%%es (Pr%“’ﬁﬁ,"t 5,116,964,
WO 89/08620) \&OI A1¥164 ¥ aaid=H 31)5_,062:| AtiFTINF, antibddies, indlsletttenMaK 1 g5F Fab
antlbod)Q@-fMIer e?‘é/eggbi)t Yt ln‘férﬁgi'ohéltsym 55@Jn$or9&yt Ihé%q'ln HBﬁé’MarPJw

ease sorption or ene ration o e CO oSl t |
Transplaniationc W7 s QRPR A< NFé“Lﬂ”P%l‘Pﬂaéa’ft'B?qﬂﬁa'ﬁ'i"b?f Al 0). Qﬂgsh Journal of
Rheumatbvﬁdyw 84 334842);8BAY X10351| rhurink @cki-tuehor ASErddE factbradBor(oslaad) aftbody

(Kieft et% 3(%9@)9 '7th%u%fp%g?1 Egnqrgsss%?bﬁr?éal ?licro%ho%gg 'anc? In?é'cb&}é% Qa%ées page 9),

Ce"TNFs%ﬁ %TMI rmoncelopd agtiheryifRlliey aF Hgased Luafwett Y4188 17nd Elliott et
al. (1994)SUdridetasadon081810)bi car bonate, Tris-HCl, citrates,

phosphat es or other organic acids); buI ki ng agents

(such as nmannitol or glycine); chelating agents (such

as ethyl enedi am ne tetraacetic acid (EDTA));

conpl exi ng agents 25
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(such as caffeine, polyvinylpyrrolidone,
bet a- cycl odextrin or hydroxypropyl - beta-cycl odextrin);

w0 2dobas@®76 nonosacchari des; di saccharides; and PCTE82009/001085
car bohydrates (such as gl ucose, mannose or dextrins); '

The IL- WR‘N |E'1'?EB%§||LA§ A0SR JH-H?’T:Wbe ek f#doﬂwb%non with all forms of IL-1

I MMuNo colorin avori n
inhibitorg oSugl gs b pol '5’?"?9 f°n KinieR) At @‘a"ﬁVW‘?A ¢ (Fﬁ%tfe)?%?’%' glifeegtment,
or concargenpéativierty | |ptgnguRinidreceplar ahagoma (leded) &ra huetagiprotein that acts as a

natural Hﬂhx&ﬁf%{qulﬁ(in P qh{erlétﬁ)(fnrq %gecq‘é&%tag[)ﬁigg%k (N%H %9th@$‘nethqd(s:l of making

enzal koni um chl ori
and mewé#zqf.u(@mamecpof Sed Jasgribed 'raké SdPateHiNee? 850822, WRHEGEP:
WO 91/at BahRl 0178856 YO apabEn; WO s8/lone Ved eavp643T| wohed 1drse,

FR 2705701?% %%1%?50 r?ﬁ“é &%e\glgg?zflfolfr& ggllbo 9?)25 ggn%'ieqﬁ vfé H‘F/P £
The protainganciusie glybesytedsagmell as nemgivdosyibted .- h@ﬁ@ﬂtwrcﬂnyagomsts ' Specifically,

three foﬁﬁ@&?lf‘ PaNQ-RYUENL Hrap SH ILAGEEHath S’élnd"@{cbdé'&%yw&trﬁe L{)r@A'EJBmg
l'uronics, PEG sorbjtan esters, gﬁ) sorbates

suc
Seq“e"%%af]ﬁ‘d’la?% Heieer. 21§ Jdisgiapenandiepcribed Y & Ret Hamhe! Meth°ds
for produéitd ILhii inhibioh) partitudarigliL-1tay,| apx alp@tiycloset &thé b10Y5,22eh@atenit. ngn

addltlonggﬁéys ¥ i %éHgJi(mafmﬁlP?JrQ E\@Iu&{s ﬁ%&g?ur*dg lc;palech? F&ég&%ally preventing

actlvatlcmcép@lu@b reyegt@,rg itk o rSUs £MBRAUDHS iBFlYdsH I @lndmrpmt@@q such as soluble
receptofsGnBimioAbdionaligitiby@ssy suelh t6rhgstindSlalsdiRilide; ménoelofdl @Rfitddies to the

receptoig%ﬁﬁr&éh ars(nojﬁ “?eg%tl %tﬁr‘é?@c&n&@ C enﬁjou?%\%ugg\rnsahat block in
vivo synghtbsls,andiooextratedigler eleBse - STIvaempUnds include agents that affect

transcr.&rbh%fiumegunas ol fi6ccQRhd 5rl-1 PRAFJE@GE Ut i cal conposition
be determ ned by one skilled in the art dependi ng

The IL- wran 17RB aftegdEtedestitdingteantigribd @t @ d@bination with all forms of

CD28 @%’Tb:@' Skh "é‘é !)lﬁ rAPt A f&%\f\/ﬁe M@%&%@%ﬁﬁ%%@%ﬁﬁgt post-

treatmeghyp aencurientsgaatrean. AUl e 57 RB FERORTILBAY bt B3P Megmbinaton

with oné &frhate Bﬁ@knﬁd&elyrﬁbbtﬁdn@@heﬁk&b@ietuﬁfbﬁ&l@) | dndi/or &Mémi-ieffaninfatory agent
o cl earance of the

retrea¥ I é/rg ! etl-te%ls' g r C rren? re tme t>]v
P Tt AR RS gﬁiﬁ onls? T certain enbodi nent s,
Treatmér,? 6 tRE ki g@ars}és ¥r§m %r@eré’nrec%rt{eb% cdnndude By JRGEHS Ifﬁ@ldrugs for

onposi t her agueous or non- aﬂ@eous In
control ?Fd’?lh‘raéld/OFkBFa"é&%ﬂ?ﬁ linscompingtipn ‘QEﬂ"éa%’vm Bt treRtmERy P GPCYRgYt
treatmeb®® wittfr&tméit iwith Bh€ 6t rhard of thb s 1 TR0 RB agtabonists prolidéd iamein.

These o(?u saa é l:lgé.sfriegl as ﬁﬁ&gr%ﬁglpéﬂﬁbﬂafr*ﬁ%tgry dﬂmé}ilﬁs) Secondary

treatmew rfmts@e coriesteraidsp slpw Aetgantiraenmatic siuga ( SANRD SN disggse modifying
(DM) drbgH flﬂb%tl&@}e'g%m@ Ehesfalld\/\n'@ J6Ghdeichbe BT Thd MR Maheal of

Disgrong S et ol EhRer Vs SR pas feSanpapapies, werck &
Co., RaamwN b 2006)Gng lr‘aPhaonamme@tathBkﬁwbﬁoehor@thcabout pH -

4.0-5.5, and may further include sorbitol or
In a spegifif erbpdimentifae piesrnt inveniiop isrdirgtad torfpR vRerRE AR Y- 17RA IL-17RB
antagoridt add’ & df bnel dritfora NSAIRITorthe Gadtipertiof ihe dBedsry ab®disorders recited

herein (Eﬂ'eﬁgﬁ}:ngﬁi soos{ hgattrggrﬂg?er QXcaxme&(tlt%gtnﬁfmg ﬁgk to% th%ll’ anti- u}flﬁmmatory

ree o
action, @jmasbln Kbrt, ft@ﬂﬁmlmltlog 9f arggtgglgndqmmhm'@@ogman and (Xallman in"The

PharmaBbi&ﬁMP@E&E bﬁ%bra&&ltﬁé\lﬁiﬁ&m&mtﬁi)sdut@h (1b85)Y. cnsmuoé caﬁh be

charact%réleg &t%atiedb@ﬁaenqeermpg 651 ﬁa‘;} g)ﬁlﬁ aila ﬂﬁ"ﬁat&éf%%é" Fur t amd d%nvatlves
(3) acetisragiddietivativgs, e fehamisiacidtdetvativesa(d) garpexylid @at@rlu@wag (6) butyric acid
derlvatl\%gp(‘? PBMidaRise(sf Fﬁézﬁ:‘le@%ﬁ& ($ pgRzéenesUCr Ose. The
phar maceuti cal” conpositions of the invention can be
selected for parenteral delivery. Alternatively, the
conpositions may be selected for inhalation or for
delivery through the digestpyge
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tract, such as orally. Preparation of such

phar maceutical ly acceptable conpositions is within the
w@Riobh3ef6 t he art. The fornul ati on conponent s BCEUS2009/001085

present preferably in concentrations that are

In anot@ﬁ%&gﬁlgghﬁoélﬂgﬂitnﬁ Pllegeﬁ'nt %(lerﬂgmsmlrﬁ&éﬂo tR@usel (ﬁ afffi- hERAnIL 17RB

antagonisy iRfegTbinatAn (atetrpﬁy@ntopcefgtre%\merpiwr@ma{"eat tseﬂ"@ﬁﬁ‘f)l“sr‘h [aByefrone or
more s#iitylic ki@ bervblivesVprbdiidlederp bt fraRtigeofically sotepltnelsalls tedeof. Such

saIicylicga%fr?]i?c}gﬁ%tig?s\é\gr%&u %st?%ta?ﬁ @harﬁ%gniu%@g/ ra@{ %glrt]a s% ts thereof ckc))mprlse
acetaminpssldl, ddeatipii, aspiein,fognorylete, kropgsatigrnin, ﬁ@'@ém aB%fV'é?i'Flé?tQJ ghgline
magnes’ﬂﬁﬁﬁ@él@@ét‘é‘ rﬁé’c}l‘ﬁ@iUﬁ s§ﬁ2§yld¥e| %Ilﬁ&fﬁﬂé)’léﬁé ubiRg, sleshlateendosal,

gentisic s HEOLTDLAL (USRI MOER PRSI R e Treelimipe porhotne
salicylateui-haihthy| sadityilaté, ®lsblaring paessatmiden bheny| avetyiselityiate, phenyl dalicylate,
salaceté"hﬁé 'sgl‘cﬁgm\’@t@%cétl@ aw sSEaIEt@eso'dlunﬂJa%ﬁtcLaﬁ'd?ﬁﬁasalazme Structurally

tagonist 1s fornmu as a_sterile, isotonic
related SRyl PO deryatiss mﬁvnqa?'@gaé@v@aes'q %ﬁ‘d@QFinﬂ?’Hmém’o‘H?&Fétfﬁsére also
intended tocbepeneqragatedly thiagroupyvol ve the forrmul ati on of the
desired nolecule with an agent, such as injectable
In an addiitionad speedic embodiingntethe diciserd inyantion i directeg &l therpsd ef IL-17RA-IL-17RB

antagorfid? m%mﬁtlc(ns(bdl‘éheﬁﬁleﬂ%dék ﬁé‘éth@nt%'cgnéﬁﬁem#e)éﬁ{e‘{lg Qlith @ny of one or

R i I e e e IR
propionid@kid denvativesi prodreg esters andphamnacedtioallyexcteptablecsalio thereehtosprise:

almlnop'f'BféH Uérﬂﬂb&of@ﬁ'tﬂclﬁﬁé’ aﬁtt %QrpFB?eﬁ"§§)gndoBl%Yéann+d?&eﬁfflﬁﬁ&taprgfen

t1ng sustai ned ration’ in circul'ation

fuprofes SHEEIFG1eTs 36 8RR 124PTaTeF AR ATIRT THBIS<GRy PIpERjer, isgprofen,
ketoproiaSaMO)lmerolfBednrbp’roﬂem,trfa_pd)u@e néprexetiess dit@loxaptozig epiketoprarenm gimeprofen,

. 111 0 . . ;
plrprofen %@ER’F P{aﬁ?ée:%}@ 8? ox@t%?gﬂt §d Hf@r‘rﬁa@ﬁfgélggmﬁ QXoeﬁgXE&gfen.
Structur@%@@eﬁgmpgniqagidﬁﬁy@nye@ t@y@gsgﬂgr@a‘gpg‘@ angAptigpflammatory
propertié©drgalsairfshdas todoetingompasbed Bixhie gapder . | nhal ati on

solutions may al so be fornmulated with a propellant for

In yet arpdirep specifid emboedimgnt, the presernt drivanteniisodliented testhe ged aftan dr$7RA-IL-
17RB aﬁfﬁﬁonﬁ?m%@*ﬁkﬂnbﬁﬁ%m? SHtBR g0k t-Fehirh EHt r Bl duRBnt &8 Skment) wnth any of

formul ation methods therefore are further describe
one or Mofe arelis AFid A "’aF’é‘aseF?{?drA?JEﬁt?rE Sf PRaFMAgs utigstiyraqoeeiab! 96&‘87‘5‘9’ cof. The
acetic aviti derivaties) pradrug esters exohd pyiamrat autieslly accapthbdesaits thbesf comprise:

acemet&liH fafEhYc, gﬁ'fén‘é? "ife ggmﬁclf' @%@ékhycléﬂﬂ'gé fd'eﬁ‘r%té%[)obiglbfgﬁac p!ottassium,

s al so conte ormul at'i on
diclofengg$adivins £loflac, &'Qﬁcyfenflﬁfe’lam&”?'ﬁr-ai'fﬁB'%ﬁtaﬁGofﬁFt@F%C fuiefenac,
glucamedsicin, &difénat, Sridemethatin, isdidzelat Asdxiepdt, RAAEORE, hetiadiicakiadoxametacin,

oxpmacv\ﬁ rtngtag h ap%%ﬂr?#&cu? Al nd%%?alr%&g# g rIgraml e ﬁspzn%ct tgl epﬁ tolmetd1 sodium,

BI°ET s*'BR
mdomet@%lfpgrm wepirar. ééwstataﬂy @iﬁm:ﬁcmceﬂ deavaupsluﬁvwg ipiyilapenalgesic and
anti-inflEhGrEAteN Ebpblies BletRt3ntédiRd &CHd SRoMPAdsE®By Mls grdip.

formulation at the point in the gastrointestinal tract
In anothehspecilic eraba@dirhext,the prgsdns innentipmiszirectedtd tny @sexy st RA7RA-IL-17RB
antagon%?glrc@ﬁinﬁﬁhﬁm (Pr%tré%tﬂbrm 50%[:' edﬁqgﬁtt6r%9@urr?ﬁ?@5§neﬂauntngny of one or

['ude at'e a sor
more fepgmiq aqighderivativeRprefieRRHF Of Phalﬁ‘?cﬁétﬁ?%v accepigkle sakg dherqopwihe

fenamicraeidtdengtipssi friodiog xeters avie griraateuticdllly acceptableisaithsreof comprlse

enfenan$ ¢ gﬁc? %%f&%m%gelemfgrgﬂléa?é cie soFil %]ﬁl rﬂéﬁc% tn'lncg]gct oagn Ito?éhamgte sodium,

medofemw feRnaniC 2diderivoB ALY dﬁmﬂ@nﬁe éerefeagnyteﬁpwlamqu@nd

ufenamé}@ anfruc&EaI@melétfeﬁ %bm}é%cﬂw&maﬂtlt@é Héfnn@ Biehil an@”@éﬁc and anti-
mflammato Zﬁémlels‘ 17R% |n 9 gsgnscolm gh fhure
on-A X e° 8% %)l ents that “Hre P 8h ésq‘r%‘f'pthe
manufacture of tablets. By dissolving the tablets in
sterile water, or another appropriate
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vehi cl e, solutions may be prepared in unit-dose form
Sui tabl e excipients include, but are not limted to,

WO p@pt13ad7é uent s, such as cal ci um car bonat e, SoOPKETI/IS2009/001085
carbonate or bicarbonate, |actose, or calcium

In an addBR Q;?etcﬁc ef%onf?ﬂn@rw tﬂQ RIEM ivent®H FhidSted (ARE lse AGh ALIFRAIL-

Cl a; upri ca ents such as magnesi um
17RB agt@g%\fsapé:omgpét&nl(ereg‘%qtraentoqosgtéqzagne%dw CPRCY gt reatment) with any of
one or M8 LaBEGIE adibdericatives wddr@%stem érl phbrénaesitidellytacteptablecsts thereof.

The car?@y}ff%& c{eLva{f Q%Bsah{ug egf;?l S?gﬂ%ﬁtrﬁ%&gp K:QW %@éptbtné/ Qélt\é t{ &% of which
can be 'éﬁsﬁmropriseoplld@ﬁmv@fh&y"Sﬁbﬂwfﬁn'ﬁﬂ iingfidine, ketorAACRE §ngrisine. Structurally

related éé?lSdWﬂc%TcIdr&ﬁrl@th@f HaRiny sifilai0draResi6 Bisd &itinemnedtory properties are also
tende%f) L edsdech tﬁ oreans, such as |iposone carriers,

in eﬁnfﬁﬂ‘fﬁ MY Sé&u?l cles or porous beads and depot

In yet aﬁcﬁﬂle‘?g%cﬂg§ b@&lﬁleﬂl ? g@?rwr}wg&oh @Cﬁl%f:tég kd t"\g gsé & ah €17RA-IL-

ernati ona
17RB s BCP B (PERTAUR] ESBBaR T, G FoTea T FER P any o
one or e beth Ry LRCerigdded] pRaArUghsRrea Phamiacadicalylaeaspeabisalts thereof. The

butyric QCEJ a()elf@atgg% %%fdgces@sc Er?cf @{aﬁ‘rjngéeg ca[l)péccgrggﬁlg Fél% tl%freof comprise:

rmaceuti Ca

L MUWWW Keroucle. Sievetupalbieatpd Butyis apkdervatives having

similar dMBlgB4i€ 8% Arf-infRMn Iy brapertdtrdi€ His@ ntdnBéEB .be @nEbmpabéddBy. this
or mcrocapsul es. Sustained rel ease natrices nay

9roUP- i ncl ude pol yesters, hydrogel's, polylactides (as

In anotr%|' ?pcecﬂé %p cﬂ’néﬁt%he Erggﬁlﬂfng%?mn % dKr% ecglés%tb%‘%rﬁ% SOEHIE FEW I% -17RB

antagomﬁﬁmcqemb@a der@ﬁs@at@%tdpmtr?aémervte%e')currereips@ﬁm?ep @ﬂtafinv of one or
more o%@ﬁ{suﬁradﬂjgl ed6rs Cbr@ﬁé’m@iaéﬂmalﬁfabédptabre@bkﬁ tagrabfe ThSoxicans, @todrug
esters, ?réi qﬁ?ma&xg} ggh ﬁ%an)rﬁrB‘?rsaag?t Sefa"et%f 3505rr§5 %% %gorx%:am enolllcam ﬁ%liam
piroxicagn, suRjowinan, tengxicam an®é dydrogyl- 18%62@*\!% 1L‘aﬁ'gé¢e 4- iN)BQeny')-

carboxag"'d%mStr-E@tQQHy rbibtioxkaR: ha@td Wi Analbdd)t and GRfi-atiEmmatory properties
ra or

are a's%Bth%%(té be ?q%?a?ﬁfégbmqr paC| d (European Patent
in still aﬁ&ﬁér s§@ct1f|c%rr1n Hlmehtc ﬁ%'p?&ehpnveﬁt%n]ig’?qﬁregég)to th§ld§é gf':;ﬁqﬁ 17RA-IL-

trons may al so 1 nc posones
17RB aetasprwémmO@ﬁaﬁm (erytraawe@tf P@é@%ﬁ*’ﬁ?”trﬁpﬁwge%ﬁfﬁmeﬂﬂ “ﬂthény of
one or raére pyrS&ﬂes profrug eE@&Seriharm&b&tlcauy atOdptabld¥ans thebdat. | The pyrazoles,

proarug/gifrs, sl bramasaifian G R R Ener it bRRE R FRLEN comprse:
difenamigate 22 epigle ASucluralip repRsecipsePOlps hengsimiiRs anaigesic and anti-
inflammBloR) proseRits iafdisCiRERGS th b8 BRcorpaskel BY tHiggryip/ O

adm ni stratl on are typically provided as sterile
In an adaitiom spdcifio @mbodinent| the paa*semmveatrmn Ixedirected tpthé séeeaf abylL-17RA-IL-

17RB a{wtﬁéc;ms%w' c%p'mb{ng{ o%%?gtrgétﬁlght 0s ﬁ%ét&@rlit op% H&H@ﬁt%%mﬁ%ﬂ any of

, steri |zat|on usi
one or mefe §yrﬁ{‘—ft'¢ﬂ9§ mwusb@st%remﬂ eb@r@aceéaﬂfa% peqspiable salts thereof.
pyrazoldﬁrfébI &wrﬁ@edté@ Bhd ﬂ)Ha&ﬁ&de@fhaﬂﬁdccéﬂé@@Sélﬂs&h&rédﬁ Which may be used
compnsgt %@é%per ﬁz%gprBﬁnF'l ag%g][%eer Oan fea ?@ﬁﬂ%sr’rio:fﬁ%htag& ﬁm%raggne
oxyphertyitazones pbgnybolepw e plp@mgor@enr@pﬂmeyamne rpmé@@aonenw'bazone and

thlazollribg%f’dn@e ‘Strb'@L\{r’aMe@te‘étp?(akél@ne@%ﬁﬂﬁ@snﬂ%ﬂanal&éﬁ’ ic Aeaiirflammatory
gr a\{er(ljo ? sol ut ci‘t%itﬁs |ual havi ng a stopper
pr°pert'5? %’F@ S %?ﬁpﬁﬁra%?sﬁ'? PI®Pon needle. Once the
In anotr%pége'gﬁg S@E&o(frﬁg tCthPr%%rh'i QQntgﬁ'?s cﬁ’r@&?d {o%é@ée% gﬁIL 17tRA”Ey1 7RB
e stored in SleriPe vials as a so , suspensi on,
antagonigs n cogypipRtAndg Aretreasmiedt, Pest-{reataent, ‘b’rcoa%"famd@ﬁwgt“@ﬂ apy of one or
more of tYOBMYwWidZieShIDOWIR Etamléedbroic acid, S-adenosyl-methionine, 3-amino-4-
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formul ati ons may be stored either in a ready-to-use
formor inaform(e.qg., lyophilized) that is

WO e@onsdoré ut ed prior to adm nistration. The i NRENUSINI/001085
al so provides kits for producing a single-dose

hydroxﬁgtg?h@éc% Eﬁ )Jef?lﬂ Léﬁltrgz%férrh gntlfzilférﬁ’neoEeJde‘r:l1 agé’n%giéc%%'ng@’ benzydamine,

contal ner
beproz'br%qnsrqm% Queplages BW&Z%nf'apwazomﬁavlpﬁ@aﬁnd%ﬂﬁamsdeboxamet
detomidir@l, 8dnpikdnfide, diféhpgramide; dﬂfs%l‘daﬁdd BRA2bIS erbridzbines fametAdle rogbylate,

fenflum,%lg Sflogtg%%%lg nf'urr}'r%orer n%xg-l Izgnle f%E ﬂF‘RS r fggfo&ﬁ u%iinlegﬁ d

gualazq!ﬂnevwmrn Iefn@rrméi deflynprwel lyfe@ﬁp@clpilfe@leawéluﬁtonesmatﬁn
meseclézlenél%B&Jrhé;oﬁema.r@mbag@eéme fér:yateai aipa&mhaka%aﬁreub*ababol

paremy 8 RSS! Bohsbn BB o OBl SEREE i ot pRLone,
proxazadek tHidlavih B,niflarhieclertimegadine, togutie dolpadel, triwtémidiaad those designated by
compangF&Q&éJMn‘ub?eF Sucdies Qg@l sb§VAAES1 fﬁ?m 5bb %@iﬁﬁéf‘tAFWSéé AYWBY APS04,

upon the e 'delivere
AUB00} BRPEREHRG, BN R 0D EadPRAE s 408 TR i S0 a1 AES, TF 162,
KCNTEIB0980) GKME=ie da2gsheViR D4t RRE$7, Mi309, GNO 24 PR 823 nielV 108 eP\&108eR 830,

RS2131 §8§¥52"’%'kﬂ su‘@%@ysﬁkg 1@%?&3@@@?1 %8%1 %ﬁgé G]'rAI 901 (4-benzoyl-
¢on

t1ron e an enera
1-indanggibQxylic a¢idh P(BZ)Qﬁ HEfRSL, 8'3??@1@11 MY Y414 rﬁé&vlctt‘raﬂ'éfe'atf??eNSA'Ds
having Qrﬂﬁa’i@ﬁal@eﬁﬂ: aradfi- mlﬂérhrﬁalbfytﬂr@eﬁfes &?t]f(é NiSaiDsadré 8i5o i’nlﬁanded to be
0t tlna therapeutic effect. A typica
encomp%?se% bé thiz €r°r ange fromabout 0.1 ng/kg to up to about

In stil aﬁ%hé?%&%c%rmb%&h%nt ﬁ’l@%ﬁé@ghtrﬂ&eﬂﬁbn é‘ﬁ %Gtt&fhé uSE S L ?ﬂ?A IL-

t
17RB appgasd MEORRAR PN B PR OSSP TR T SO ETeSH BT G apy of
one or MaSe kertictsteraldsa pdiug S6tersmr karmacdutically 2€cepbleGaltythéreof for the
treatmem(?#‘te c% g%!sl%gd d@grd%g lr‘éc?tg r&]p' EaHch%?Jrg' Bé) g%dm;ae%teuﬂérﬁi

pharmaggytically ag‘@g@blgrs@tsffgeprgqﬁync&gg Mraqgﬁlsomgqq@mpmm are derived
from hyWoJ:dmsEbﬁ‘@ &06h a§DIRack Ry ppdtRERBISRK hIBIBInERSERY ﬂﬁﬁtcﬁfesarﬁémdnhﬁ
beclom%?ﬁ%sﬁorhc a %Fgﬁlhégcgf %{Ar#etﬂ'asﬁ? \?an%'gtg;)tlgblrc]i?%ﬁn é'?? éh roprfzdS lsone
clobetagoh globetagsb Biopionate. lﬂqbﬁﬂaswed@@l@@?éoﬂ%btﬂﬁa@moﬂﬁame cloprednol
conlcosfé‘?éﬁeeé(ﬁt%oﬁ@ %oﬁt@&bf 8&ha@idof Cdesoniiie dém%h@ IeXERYethasone,

r tered as n
g R S o T e R e
flumethaagene pivalate, fluhipoldresacetadidarflupisailde) flugvieenide, firoainoloms agetonide,
fluocortif ‘BU[%’ ﬂ%HﬁolérﬁI fﬂx%'c&ﬂ)lo\ﬁb@le%oét@P&uﬁI&B@Jlé&Wa%@a\@ "f‘lﬁorgl‘hetholone

eter her refinenent of rop rlate dosa
ﬂ“pem"?’he Fegigter PreAnidaRR2%51AS: ﬁb%r‘éd”tﬁ"'%FdWFﬁ.'i‘P °§R‘? fermpgprial, Balc “°“'de
halometasdneaimedbprexiont hduitale, thdroanitarhatefhytirmsdttisonetydmedriisone acetate, hydro-

cortison@ Bl |%'Eerrﬁ rg%rthr ou é;HB'EeOH dr@éoﬁlsgrq)esﬂg&% ug:PQS/ caﬁate h drocortlsone

ascert al use o appropri at e e-resp
tebutateg gagprefene meg rﬁ%‘eéﬁffﬁ%ﬁ YROAE: é“eﬂi!WFéeq"LSQWRAanLetaSPRBfU roate

paramethB$cng Ostediicartatd) pleanisdléren pretieisdshet2a- cmiwaamoscét&té Qigdmzdlone

sotum BbsFIHE HEchIE B QLo 01 SO oRATLA 4 R Ol A

Predn'$¢|¢ﬁﬂﬁ@éluﬂj‘r21aﬁt¢3é¢9g|}‘icélatge§' g@fﬁﬁ?@“@ dﬁhﬂtﬂfﬂ Pr eéB'ﬁQi@ﬁ%ﬂe‘dmﬂth lacetate,
prednlsénle Bré&uival, lprehﬁﬁﬁeﬁé“b%@ﬁﬂlﬂéﬁe i1h&§thﬂ£tﬁm6&tetafé"udéor‘fﬁl fAdhcinolone,
g i or el e
related conticosterdids bevinpsimiiarapaigesin and@di-inflamtiatoecropertes acnal$nintended to

beencoﬁﬁggeg% thidWrosPut € of administration of the
p arnaceutlcal conposition is in accord with known

In anoth@®B$pa6ifls emBodiment, Qlicpresent inlentiog i3 dirégt@LCioitieuse\f an IL-17RA-IL-17RB

antagoni&sPh{c?é?%%tﬁé“gﬂﬁ@%rﬁ?&rAotset?eea%ent,i cﬂtcgr%%%rﬁwegtlment) with any of one or
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i ntracerebroventricul ar, intramuscular, intra-ocular,

intraarterial, intraportal, or intral esional routes;
Whg0osu3926 ned rel ease systens or by inplant atiBCT/US2009/001085

devices. In certain enbodi nents, the conpositions my

more slgﬁ Faﬁ@‘aﬂbrﬁ&ﬁﬁ%‘é d% P@Aﬁtﬁ)s’) By &getaké)ﬂogtfytfjﬁ %ﬂﬁrhéwé ldyuggy

[antati on
DMARB% Brofavg eﬁt@rSaerrﬁharr@aqsvt@a"w 3seentanle sAlts theraof f&hthﬁtt'ieaﬁ‘t‘eﬁt ofghe
diseaseBRADHi8sIBers BgEREPEréih. SARARDESsr CNVR D) praingy dsbsreandghatmadocautically

acceptag%ics%gss 61 r%?tdcgﬁwl ged a%){ gﬁawees n@&gl Qﬁ?r{%ﬂﬁtéwﬁortrﬁ@cgge
aurothiqafypanide, azaﬂmwrme\nr@@lnassw@u bugifaninge galeiam Feapuraiisio-2-propanol-1-
squonate”&tIcﬁ%@Qul'dﬂfoﬁbq@iﬁH &dﬂuié&b'cﬁprbkcﬁiﬁél%y&é- Iﬁ’dsgﬁé}md@% losporin,

dapsong. 9o ShEp AN IACaE. Siio B S BTk s Badlid giF Saon

sodium kHieral4Ré\-dold-sbdiRp teinsuifgleh |hssdrsxydlésrequuhm tydieryehloroneine $uifate,

hydroxydR@0kdblzdn@ Ml Haddio Wbb(alpzraﬁt' Heﬁ}fﬂ e rcapgispetind, ARtHEBkate, ‘Prﬁzonblne
har naceut i cal ents use

concurrent treat rren%@ﬁ %
mycoPREROGE Taidth DI M BRSPS Teo A BB pes Svch o
SKNF8ét®R @nd SBR0B580,eaganyoil| thiefst thyrhopidtih add Rheristinel ARBcturally related

reat ment, or concurrent
beencqfﬁpé&%eﬁ’é’bﬂ“)'sg\ﬁot‘m any of one or more TNF inhibitors for
he treatment ar. preventio seases .an
in ot Sese e PEPPUBRRchE REFET Voot o UESBhie e Ren s A ety YL 17R8
antagorgdt (prétoratreent fpostetteatmhent, DRNEoncarcamp treatmentheittuahiyrefjone or more COX2

|nh|b|tor’§t 050§ ERLrs @?%ﬂnéﬁ%uwméﬁtéale sal@?thét‘&lf Ifor ?r% tl%la{mén%fr{ﬁe

nmononeri c or tiLneric recept or
d'seaseﬁen%e'a?fe%fs et 'Feé@ﬁ‘eﬁ’fasmﬁlq?é’rf 89?(2 "@HtPfsh?Jﬂ%ng FHfrs or
pharmagdiiticd)g dceptabrlsalts tsrebliiclubef fot éxaipia(lcdleroxibnBlructuratylyelated COX2

inh |b|to!s %g\ﬁ n%gﬁtllﬁgmI%ﬁﬁd%&tnflgﬁgg%ro&ﬁﬁg I%r scl_’HM\ @%(t{) )o%

rs 1 nclude conmpound
encompaaRed iy SlieeTRYP-viRTABIRIasIchERXiZPelprivg iRfiiprdagiude fput not imited to
etoricox@®X Val@ex0kib,WeRkoxitt lieAaenep fumirboxib| dfezokp @l tHedike.
enbodi nent, the present invention is directed to the
Treatmerd ef tbé diggasks ardd/d¥orddrs EERE herdircporinciideitire wserolbfingtline @rugs for
control &f@ﬁf@Hn%?&r?%@f)ons@é)sﬂch BE ﬁ?ﬁeﬂ’é‘%nsn%negsollﬂ ‘tﬁé{q&@f&& Iof an affected individual

treat nent one Or nore %
in combigiion RIGIERISPS posf-mpatmeﬂtdpr@nwrgptéfeﬁgnwdy it ﬂﬁ@tmﬁﬂﬁ:‘”' one or
more oftieCiepi7 BA-IL-Y PRE hntaguthisssodroNided h&pdin. rirogythatrard fyepmehtly used in

treatmeﬁlt ot I-L\!Fu%? e)asesatﬁ cgr'l:t"zlC t'oﬂ?ﬂclh?g t?ét&) a%oﬁﬂts' IeJMt:rﬁﬂF n'g g%es

OCste col on actor
methylxgqttylggs ap wﬂ@{a@atog agsnys.: anflq:rgmgﬂ]@gepQAbrgmdnators cortlcoster0|ds

and corfbimEtichE of@6ch 4PRABY Informatdn rBgaadihg P folldwiad corpsduntsi€anTbe found in

The Me%?i/laa\u% rﬁ?égar’bors?s nanfiﬁ‘ﬁ‘e]rgp%%ﬂh%ﬁ th EgltI811 Merckl, gﬂaerp & Dohme Research
Laborathijesr Metek §rq‘.qj,é?ah(vp}q NSRIRG®Asand-im PnarmaprOJects PJB Publications Ltd.

d- di ani not urj nel - S- acet oxy CP/C| opent an
In a furtherispagiic qRoqiept, the PregpgaHeptian %@r%@;ﬁ%thsﬁéﬁt’fa%& -17RA-IL-17RB

antagortist (bretedakrognt p@stetredtment, or concurrent treatment) with any of one or more beta-2

agonlst{ k%dﬁ@ﬁﬁg %&ﬁagglrn(a@emxgl é/%é{epPa% lt? t'h I’gr fté 'trg%ﬁ%ﬁtl df e"liseases

| NS are | S C ose
and disgrgrs sepiedtygein Eﬁxaﬂﬂesﬁ Yeta@G@gonists Ppradrug 63855 Swameutmlv
acceptaﬁ@/s&ﬁétﬂ&eoﬁﬁt:hﬁﬁ&oB@xEmpBDalﬂdtgroﬂ(&ﬁcun\é% %65]6!5!5@ Bidvehli® HFA,

verc gy Bty A Bhuet A dhigiesth Sy, Abolr

plrbuterglati@tﬁgylaxmwamgnd EpuBlne |ifge (Epthsm@ 5965'08% Long-acting
beta-2 £43hiSté Bddhe FERNieR BreXdfbindPwiBbtRdrBnts 16 SAMBR7 Advair®Fsybicort®,
63, WO 94/ 06476, and PCT Internati onal Appl i cation
No. PCT/US97/12244). For exanple, EP 393 438 and EP
422 339 teach the am no acid and nucleic acid
sequences of a soluble TNF 3p

' SAARD? '3]; ﬁglgﬂtﬁ B§vu€§§r@ifdr Qﬁgggﬁrﬁb %H@Mflgﬁm%ﬁ%rcﬁd@d@g E’Rel J‘é%t |ht9|mded to
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receptor type |I (also known as "sTNFR-1" or "3CkDa TNF
inhibitor") and a soluble TNF receptor type Il (also
W @363 " STNFR- M or "4CkDa TNF i nhi bitor"),PCT/US2009/001085
collectively ternmed "sTNFRs", as well as nodified
r fi®Pdre 6o Fnowr, & wg@ﬁ INESI7RB
Sereveét@d%a%?%n‘tggre EE’ %09\'%3 4@%%%& P4 H’f@%‘ltrgtgég' f"fﬁ ose R
antagonig$-hods for isol at i ng the genes responsi bl e for coding
bi t ui ta
an scaifi oMt Bine s BFalf sdfpRie! Buftleed o e Rere
antagonist karetreatment, paskcieatineanilor goncpreny tredteant) Wbl any of pneeor,more leukotriene

|nh|b|to rs&u# EsterS Q@ rrﬁé&gtndéw Scchhtable 9418 tlﬂﬁédecﬁtHEQie%Irﬂ/Qnt &fthe
and s FR-1 1 aI so heen

one
d'seaseé RBOHFOESE rect eﬁ%ﬂ‘y@’éﬁ S §f (GHKQRDS ! 'g“éb'teran%f?ﬁ?’ H%F%ﬁ’s
pharmacéwginallg atdeptableisplts mgreaitmdlteiasbr eamplENEleutoh (Z)flo®Y); zmidkast

t 8 moRIRLY (S, y clinically acceptable |inker,
(ACCOIa% aléxar?pﬁﬁe po(yecls%yrf@Zne gl ycol (WD 92/16221 and WO

In a furtlér spécHamboliment, ﬂ%ﬂirédéﬁt |h\Pe'ﬁK&f is GINS%‘K%@ tethe@ke oKaﬁQBﬁ)RA-IL 17RB

|| |
antagortR LPePRSTeR RGBT Ah cTEU SR AP e R 558% Srdnase
methylxgnthiak4, prodhug e@temmrmha@acmtndwlaccept&blets@tﬂzythm@bta‘omegeatment of the
dlsease(; Qno‘e'dlsé:> @ér@ Fgcltéi ﬂéén 9§famp\ﬁ;@ @%e@@ﬁ%hmé%r%&/u%ﬂ%ﬂé?s qnd

antlbodles i ncl ud
Phafmaﬁ%ﬂﬁ'c%l'mai;‘i?aﬁ’;‘)'e(s?ﬁ tr“%rF° idpclude, for expapie, -theophylige éfPh%ﬁaFkﬁ?l?al
Bronkod§§@n|Etigdptiyiin®) SOytid | Sleshyyiin@dtheo-Be®, rTvao-Dusd) I péaditea Liniphy!®) and

aminopﬂxﬂ)e;fi%snﬂlpﬁ;ﬂlné na-lg&; J'F.ﬁﬂym g)al antibody (Rankin et

Britis of "Rheunmat ol ogy,
In anotr{éfls;?e%c %Bad.mgﬁYhépr%Séﬂ Ve toR & ﬁ@&éa {oURdiise? Gk 11_31 mA IL-17RB

antagons g eea 0D 6T GEE B & FPLLA™ RFETEH BB ShAl or more ant-

inflammiatoheapenis usodug esigre o pheagacedicallCardpieble sdlts divereéof Tdxlkhe treatment of

the dlseg%%ld Qﬁa#de@%éltga’q¥re‘1ElElxérﬁﬁl55 &fsuéd antl(quf%%aﬁog%%%tmclude but are

not "m'tsm <?Lf°Te'5" @iafe')“ffo'ﬂ% qﬁ%%@grom@ f?ﬁbé?dgﬁ? | §Hipds®)-
An add|¥j onra nér%tpq%g h?iﬁhen%re%%{ |(r)1}/esn lglg %C ecte Lgo?%enlﬁstglto ‘{7|§Aql. 17RB
antagorjist (riretegatnieng postxtreatimeant, ANAAICHIFRt (wa)tmer(tpw@t ane@t PREr more

antncholi?n‘é?gﬁc‘ég@ﬁt@t rﬂ‘@‘d’i& ed¥rs Qpﬁ}ﬁ%éc%ﬂﬁcatlyf SALFEIK dalts HePdr B eNredtment

of the dgﬁsgg ar scﬁ ﬁrg |:e5|tec{ nﬁ%?lrbl %ﬁ]‘?p&ﬁs of ﬁltcg raptéclgRIFq(?rgic agentshprgdrug esters
or pharthadeetidathuddceptable salts[irictude dntt aaig) ootiligiited todmratvapium bremidedAtrovent®)

andtiot,rgsﬁ,p, gg,,,%{ @meking and nethods of using thereof, are
descri i'n U.S. Patent No. 5,075,222; WO 91/ 08285

Inan ad&@o:%/s kﬁémb&&’m@ﬂﬂt&é%ﬁsseﬁfﬁv@ﬂtlol@s?arbctem tﬂébé’e]&%ﬁ IL-VYRA-IL-

2706772:
17RB {34065 %fét\%f)"gem SRR TEAMER SIS weimer Ghyaist e opmore
corticosfaraidse pregrug iestetsches pgary‘@ggynpailly acdceptablgsilts thereof for the treatment of the

dlseaseQ QRa GLHEAS YdcRdErtbrdit.- Iiixd'nﬁfl&mf PhalddEREBledids include beclomethasone

cpropiozhs (Beoy S CoBEER. HETTRE- B BHLI By P o DaRuo T geElons
(Azmacort®li Negacet@y nirlesai@)dlandiunsnlide (Aérebid®fNasalide®li Baimpissdf other
comcos%ﬂ’c?déjlfs% TI'I m@ résgnt%vénﬁf %éﬁﬂi‘e p’r\g&soﬁe @’?erhn?sgge InMﬁE&@d§terapred®)

roduci n tors, particularl
and p'eS’F'@'%les(Q'acﬂf@ BedizpredP. £ Ff’é°"§®b75 222 pat ent An
Yet ano %ﬂf}’t&ﬁ ggrlngcg:‘ﬂg%q% 8P tg? prnetsgng i ellélré 5) is dlrjec::lgg/ E? tbg lszSe Af %ﬁ llLugﬁ?SA-lL
17RB agteganish(preireatnient @bstiieatmang @eglﬂewsent fceatraenl) WIMM of one or more

inhaled Bé’(ﬂﬂﬁéeﬁ*&s ' dﬂ&r{r&@j@stéré oﬂ-pﬁ&'rrﬂﬂ!leﬂgsalﬁy &E@dt&ﬁe saity @rﬂeré‘b‘? for the treatment
ubl’e, recept or cl ona
ofthe A s AT T TR RO T R P ReUrg Sgig or
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receptors. A further class of interleukin-1 inhibitors

i ncl udes conpounds and proteins that block in vivo
wawha®re and/ or extracel lul ar rel ease of | L-BRCT/682909/001085

compounds include agents that affect transcription of

pharmal:éu'tn&all%%&l%ﬁta?[? F%Qﬁ&ﬁ&'ééf’"ﬂﬂ)dgffo éxaﬂnlpf% Qutgr'o?(\/gﬁollnwﬁgaventu@)

ant agoni sts de
metapreieraer! (Huresi®i Wat"iea‘]a%ﬁtf%('\%ﬁxw@)oiefi%ﬂadwe @fﬁ@n?‘wﬁfﬁhi'@@é
isoetharneq Broakosbi®) andlevdibuierbiglopepex@bat acept (for exanpl e
ORENCI A (r)) (pretreatnent, posttreatnent, or
In a furtherrspegificeambotiimeat therprésentientido-ig FiRRAted to the RE: efitndigd iRA1Ls17RB

antagodﬁ%Ypr&?eaHﬁﬁl@ pb&-tfé@fﬁt&ng %Et't:&gurmgyt?%é?rﬂgntwlt &f 6 SAIRES |
jeti

nes, henmato
oD VS SR S ot f (el 28 2o s
thereof for thednestrnenafithet diseatessmt! disorBesatdited herein. ERamplesafas@shodilators

include@?ﬂro?ihﬁu A(;l&ﬁﬁt@; 85d ﬁo%gp,[},t;[(g%ﬂ %?n i ncl ude the use of

rugs for con pai n and/ or

Treatmén b t%\'@éés@é"addﬁ@b@d’éﬁé feaiteld PRreldAtincRAk MR Use of fi rst line drugs for
or.concurre

St - t
weatme 8 iR o o B Por BB R g Pyl e o, o
concurren tragfonnts with freatmend aith hee @i mere THibe H.- tRAGS-1ZRE antagonists provided
herein. ®r ?tlﬁd‘t bl%‘?reaﬁer{ﬁQ Ds&tif frQAthh@ht of é\.%'dls'eggés%mtdﬁ&/s A& WSantibiotics,

treatments inc
antimicsQbl 0L e SPBYnLAT R PIOHEGIRA fssereiia g olowig
compou@&AgERDe foundiin ThesdersieMemwchi dfDiaggoiObhd Therapy, EightéantiBditiomnMerck,
Sharp &r&g, eqiéggad'gﬁﬁatfoga rfaéé‘”nl\@és}?lg&’gﬁgﬁgﬂz 1 aﬂr.ll @EO@%H@% ﬁ%rrﬂb‘?qects
PJB P“@G?ttq”%htd Merck, Sharp & Dohne Resear ch Labor at ori es,

n st g s SbpdPoR e APt PSR TPgied e len - TRAL
17RB ardageoist imsambinatios (pretesatment, posetrdatroent,i s cahicueertt geatent) tith any of
one or W€ aﬁfmléff@olélé- p1c7 és'teré—&%ﬁa%@&%\y%cc IPdiMs 91fer for Ak

at ment of I seases

weatmetfag fip dspeser @pd {SCIona Feloh T e FRRRIEHE nclode, o S e et
classes phshictlline,aepiaidsporins and nther betatactams sdnivstiycosidéSAdAots oyminolones,
macrollJeQ erﬁfém)ﬁms' teirébfy!:lﬁ\gyghﬂfﬁmﬂi@g 'I@&Jsamdeg r?dsﬁolyjni}léfgér the 6e91|c dJlns

bition o r ost in s esi
include, @Jﬁ FHanoti "w'tedmé’ewﬁ'&m ﬁ%aeen'%'{yr Eanethaa'ﬁ'n s"a&‘"'”TH@CHWe‘EJ?XaE'ﬂ'"
dicloxacnc dxbdilim) aﬁtpicllllﬁdamwamn/(sd@ﬁfén) .an¥RAlliPsansaxitild®lavulanate, hetacillin,

cyclaculﬂh@égérﬁfa 8ﬁ.h zc%ﬂ:ehmlﬂ %}ben%ﬂlﬁ‘ntm&h@etlcg;c ptT’carc Iﬂ'r{lclavulangt%l IZFOCIllIn

deriv
mezlocillipy eﬁw%a%lm é]”‘ﬂ@?@"l)@ﬁm VE? ceplplospeiingrang otel kptatlactamatnclude,;but are
not limitécbth cepHaldeniy, Ickshapih CefRdixi téphesdine( Eafaddlit, XefaroRE kétaclor,

coomalfie, ST il B b BB oA e

moxalaqtﬁnegemzoxmrrweﬂﬂa)@ne icephtiper@gtredcaftazitime, imipenerh aad aztreonam. The
ammogl}des@gsqﬁclude ButRR AR liReRNb §fredt6?nﬁ91”§éd?é}ﬁlblﬁrlobramycm amikacin,

reat nent , St treat nent, concurren
netllmlmgw q@a?%m 3nd\Me'P'ﬂ rﬁfazelﬁ%mslpd%pt@r% a?t |IW?C‘ te flagqnazole The
quinolonge inicdg, ibuesse nptrllouieoutjp refidide scid) mogiiheecimperenadint, &lprofloxacin, ofloxacin,

sparfloxé’&ﬁ:%tt@rmaf%x% t1Sn LR &ads ln%thﬁ%Lé X fh’l:edqg bgfhlomycm spiramycin

derlvatlves esters and armaceuti c
and azitypmugih AHeaTamicis incivde are@ﬁﬁm"g@ 10 EERIA T o EAPOYCInes include,
but are rek rkiterto spicyatinal chidrietrbeaiiey tiahecycime odensszlot@amd, deoxycycline,

guamecfd%é: ﬁ@c&‘ﬁﬁé Y’r{m%%l:ycﬁ?@ %eﬁiacfcpn% rﬁlﬁ?é@i e@{y%%cycline

magnesi um sa
pe”'me%%(F'I”éW%ﬁ%C“"%l|f?'|tQ§@FYPél'Pe set%%'@alsaﬂ%clchﬁ ardiiggagyclingedde si ¢

sulfonangi@dsdnclugile ys1.0 breSn%i firfidedad Sulfahirshitie? SliRmembkyle 3éuﬂacétaﬁﬁd!é'1 e
sulfadiaqrfeﬁgl}i st%ggf'oféyan ’trlm(ixgzacllea{tn I aﬁ%h Imlsrl).l aor!1 Itﬁogﬁiﬂ?%gqx% ﬁn&;ﬁﬂmldes

acetyl sal icylate, phenyl sali cyI at e
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sal acetam de, salicylamde O acetic acid, salsalate,
sodi um sal i cyl ate and sul fasal azine. Structurally

w0 edoatixd7ecal i cyl i c acid derivatives having si mPCEHDS2009/001085
anal gesic and anti-inflamuatory properties are al so

include, ibgtﬁgqgtqlgfltgd QJ%“ @W%ﬁégﬁﬁewnmﬁ h-hﬁe& Rins {p%lyﬁébtldes) include, but

sent I'nvention
are not jiraitegjtq %X%'”t%a'idrfé’"ﬁ@e of |L-17RA-1L-17RB ant agoni st
40 g conpénatlon (pretreatnent, post-treatnent, or
: UMY &Y% reat ment) with any of one or nore
Addutuon%Lé?PAo%Prﬁe% s"’}ﬁéluﬁeqw‘?é’tﬁo\é%# <[5enm§ rfcf?%éé?%erée (Zfrtﬁe I‘P_H?RA-M. 17RB

heterorr}gfl@iﬁcngc;grgolgj;ga @'ggr\(;rgi qs§@§fomba{t§)tapt@ge mrlgthegﬁ@nd are adaptable
to identiBiharafigenists 6@thé M- TRAG P ARB Aetdfhnicsic téaaft@raforr@@méfé @8templated.

For examlglren an r%e{hgcfi %eﬂn s’cre%ﬁ Rﬁ }(b?gﬁ gﬁtgadnﬁ? &CJnQI)_( y 9R/? ﬁl‘%&é@%ﬁg}meptor

comple, Icwmnsmg@fcewmgfanrlbnb%‘?« ancan lLﬁﬁBBﬂfb@!ﬂe'h 17R6ulpﬂ & peteromeric
receptoﬁéoH{EleQUé'!?poél E&\E@Eﬂe a‘g@n‘ﬁ%’!‘,éﬁ @Geptérsc@ﬁbﬁi &nd determining the amount

of recepéo(S 8?'8 Q‘Qﬂoa |veEﬂ rrg%{\% rgﬁ e)? f ?f&ﬁl%)e? %aﬁgldat gen?. ?he step
of expoging peaptidate agertoibe ofceptor gmmiqxz’nam b@ betore] during, or after IL-17RA and IL-
17RB fdi¥ lah AR RI 19 RB neteRInidr ReceploP®ngiikni ¢ aci d and

tloxaprofen Structurally related propionic acid

Addltlondﬁérhbbatméh&ﬁndllﬂn‘élaﬁ@etﬁcbd’ﬂﬂs&l’eerﬂ!ﬁgafogﬁﬁarﬁagaﬁldt of IL-17RA-IL-17RB

heteromgﬁ%rgﬁ%pg%r cg%]g%x aft: ?g/a Songr gr trljsﬁﬁ H% nslgﬁg.t Ler agn%gagl # 97|5’§m an IL-
17RA-ILe‘r?&B?d1e|tn§¢men0trh@;ep;ﬂr eyepiex; rempém |a@ﬁndI@tqﬁge@tfpéaldtf@emécomplex

adding éi%eor RoreatD- 1|7lh?éna8'°a'nh ldetedriiMRg BlatzAGRR of IL-1 7RACIRIITRB&AkicRIMeric

recepto& &gﬂ%ﬁttv)an% rfelﬁp \%39 _nt éh%ghgg%qn %B?sg% g%tgnﬁ Icencgc{atedagent Candidate

agents ttiatrdev@tseed 7Rp1 o i RBhaderbmedc receptdraomplexadtivatmhlirythe presence of
one or rﬁ&g il {7AlhRgsS 8 héaéutb%rb@%fb.oﬂgk%u@féeem réieib (Qe%rsew) lags,

ug esters
conside{er@puie. Bl LBERAERIBE keI A 1t B 125 gaary GifRr dri4€ lgand that
binds analEceveResaL-17RA, nmavm ian thed L-OpRA-$G1 7 RBtetardraeriareceptor complex.

Actlvatlc;“ ?Eéﬁn%‘@l@ enc ﬁ?ﬁé@emﬁ#a%r?fﬁa%n 616 reSB&ﬁ@nh%Ede fL-5, IL-6, IL-

B, 1131 QA nSKEL2. ION-GRE e SF Mkl ‘rHFa o iRANGhdds, POE2, 112, MWP3,
MMP9, GROQMRO NG, aslaﬁyJBtﬁérthﬁéculd KhOWR MR art RIL@Z6lkasRd from any cells

expressmlgtIL %/{] | d/oq(fL %Ré’xﬂ'n s&e T(pog?lg rcl.gﬁcdic{ . %‘ﬁﬂglt% receptor complex

['urre aC|n
may be befem #hating, ar Gfterdt117RA ?m Irhre1t7Rﬁ fera AN k1 7B3AHo R Blgtefomeris receptor

comple>Z Qf“? Dh({e@&oodSﬁétléC&aH(ﬁlé’été ¥ én@l’n%& S&tlaﬂl‘} ﬁ{hibﬂ Il_a¢7Fd°« IL-17RB heteromeric
atl v

avi
receptofgTplet i SR A0 ) 69@\%& | A8tk S Hnstgane pagte agent
maycmeﬂ@eﬂwﬂﬂméu4tﬁﬂiuﬂﬁRBgm@mgnemmeam@th@ﬁﬂ@pe0|f|c
enbodi nent, the present invention is directed to the
In one aggact. 4t inyeniion mroviges|for-cel-hesesssays i detect fhe @B PHeandigate agents on
the assdciitien 6f@EH PRAERD ROYRB! the aYREHNL-17RE hetddraerid réckptor complex as well as
activatic}&reo??]\?g?ﬁé)ell_s%ﬁ$ gejr%m%relcs E%Qeept&:gpmél%:rfr@ggﬂ] llﬁve%ﬁ+n provides for the
additionzpf candidatsl agenta |tq celly wesp(@@ﬁ for ThRAdle tVRR hetefeingric receptor complex
antagorfk®y i vatives, prodrug esters and pharmaceutically
acceptabl e salts thereof conprise: enfenam c acid,
By “canditiaté egent’adr ecandibaté elrmgmas:usad ingreini deedtibzs any maedutd, suvhras but not

limited tﬁgl?ﬁmeén?&s'io% ?@éﬂ?&f‘}lﬁ k‘é‘% %939? ﬁﬁ}ﬁﬂnﬁ |@?J/F9A IL-17RB, or the

ni
17RA-IL- REx I@tﬁi%@r@ recfe@;qr mﬁ@)tthat@r@cqyﬁgnq'yfcg ﬁarpraqvgiently bound to other
proteinsSéucH @b Eragrhénts sfeinfioaiks beprainchaaed stadelds kivivin\rethe BAY pideins,
simlar analgesic and anti inflanmatory properties are
al so intended to be enconpassed by this group.Iln an
addi ti onal specific enbodi ngnt, the present invention
is directed to the use of an IL-17RA-1L-
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17RB ant agoni st in conbination (pretreatnent,

post-treatnent, or concurrent treatnment) with any of
wWo@r@90869n®r e car boxylic acid derivatives, prodpCmyUsS2009/001085

esters or pharnaceutically accept abl e salts thereof.

antlbodEE%r{aﬂr @%ﬁ% Irﬂo c@lgé ﬂclgﬁﬁéa\grﬁe an s aRd gﬁp o‘?z%qe% ﬁolys@gﬁi\gndes

I Ca accept st

fatty aC'G%ve’éC%'@ﬁqu@@ aCE’F i qgra,t{@‘gcarbpech[ﬂepgdafpr aq"}"l}’faér?iug'ﬁ?d herein.

Cddt i ne, ketorolac dt| orldne F’ tﬁ}lgddt ¢
andi ?%F%‘E NEAPBERHINE LR F %%?F? v'@é’“ﬁs(? ?fﬁmg? f gynaidate agen
is an orgaméd rgelssute, ateﬁaremu smallrfdaaiTrampouyndp haying 4 inelecudaraveightef more than
100 and I@éﬁﬂgﬁéjoohpz 5@) a%ﬂ&r%”%m%&* arkeysﬂah bRyalit 8HRpounBs ¥&ing a molecular

eci f present i nvention is
weight ‘Efl"f°é"cihé'a1 Q)a’tdﬂ%ssd'%aé' %P“%'POPEaKW?rEP’?WF‘%V 5t WgoAPYY 1500

daltons, more prdferatay lessthépateiut €00 nfakdns, r'pdrstprdférebly kehnthan 5@0 daltons.
Candldﬁg Qéé‘”id; c%%n%é Eﬁétfgﬁgl%;)og}% R str%f% aq) rntéFM|§n %( Ffefﬁs

erivatl ves rs or ar maceut
partlcul@[b/d'gg;pgg] konding t@dﬁwp@p%ﬁc udph'aé Iegattoyp pE anmige. carbonyl hydroxyl or
carboxwi@bu Y @tdféf@zsy améasdmgaf eelf@icBonafcHémtaRgromse The ealdidéate agents often

compnsg cyc lgal ]pe bgn ? eber?cgn o} és,nrgcf:turgo érsa?oné%?r uc?&fa?(ﬁ'at'c str cé r%sd
substitutagtwithjope atmer e@bihe @bove @s:nmarngp% iGangidate &l%ﬂtijé@ |al§0 &ned among

blomole@ﬂ]Eé mblﬁﬁuhg’%’@m&é&r yac@lﬁé?ﬁ% 4t Bcia§, BtePdidD plirfHeS Y BMidinGs, Rerivatives,
ass oup. In another specific

StrUCt“r%' Blggst%ﬁ?mb?‘%t@”ﬁ}hgéeght invention is directed to the
Candld%ec’ S%e%fls eﬁ? ol!)t%mé‘g Rﬁn Llw JeZBﬁ ngﬂi?o%@é i?ﬁt:lu& ﬂg? ﬁ&gﬁ%'s Q)%)Jn%tlc or natural

ment,
COmPOl{"F’% a'f%él‘ﬂ”}P'%”t’Weré’H?méﬁnscﬁﬁ%a‘(ﬁ"a%foér"’kﬁﬁ?"ﬁ 8ﬁ%d"‘%§Feé §rrigesis of a

wide vaRé&ty Bf Siganid coRipailinde GRE biomdletylesa heRPh@BXpressdh tasd/brr@hmeéls of
ceutlca

The oxlc r Qdr est.ers, an har
random gt o b aesind BbofRles ShRIrBnva. TorBri ] R kit i e form o
bacterial, §ungilc plamt ap{j poRRextracts ae@xditahieor readiyiredused niflditionally, natural or
syntheti %pg EUdQé@d'Imﬂarlegam%ﬁfbbﬁﬂd@%fé"r%aénly ho@lﬂ@d(th%gh conventlonal chemical,

- oxa uct ur
shysica3gp BRRCTILR Fieg e, ThovA P e dRarL ogenle e Y 3B anatrarige o
randomgherpieal madifications, slichoasi atyletimeakylaioh.estenticatipa sgtifichiont th poduce
structur@laR4Bgs. | N still another specific enbodiment, the

present invention is directed to the use of an

In alternativelehftddiments ] thEBBamiidabOsIbdchle ég&m@@ﬁ'ﬂ?%@@t’d@ﬁh or fragments of proteins.

e T
protemaéeQLercsllulaﬁ extpsiets; may b@tl$a§iallﬂ Whisanay dipreeds! of proghiyetictand euestryotic

protelnsTrﬂéij Hé%ﬁ%%r%‘éreeﬁih?mrth@sﬁmr&scr@@h&&ﬁr ﬂ%ﬂa@é’d ih &4 ébodiment
r Se:

are ibre SHEARFER iah e pﬁ%ﬁ%r@aﬂ'aw@%u@v#’ 8 gpagyigeins.
In som%ﬁ%ﬁ%eﬁ{% tﬂg\éér{%aﬁé ﬁehérare%%t S IIn th ggﬂ‘nent bcan be useful to use

bry roper es are also In
peptide gpfetsein thakiac! qm@n@h@wwcturﬁ & a@aertt@t@natru%ecqrsra@mat'cal

equnvaleﬁnfﬂl@@’élmlﬁeant é"ébqﬂér&;%e\mlch Wﬁ@rﬁlfulsmolcSncﬁHdt@Sib@ﬁﬁvé @ehféecauses the
se of oni

candldatje argg{ﬂrs é ?sﬁﬁ'ﬂ? a cgrgfgrtm%tl?réa; rm, c roéﬂpﬁ, %{acl eacn other
largely thioggh qurmatnnally canstragied dnream ﬁ«ﬁ'mgbymalmﬂp@wﬂh freely rotating

amino aRé @é’rb&?l Rhifilc8n hle p%t@f fUR&BHS é§|§kﬁd!0vnaﬁ %Mrta{% BoMAtsich of such
azol on

peptide S{NENTER T EAL Y oule peA b Bedf e Fearsdn WAreeist syl
positions ¢ degidopimesie syntteaiz o Mgrefaeahe ppsentatien otyepliqssreconfaomationally
constraihEPSARERRE wil TR Wb RZAD Bter PBHAABR 85 pharmaceuticals and will also likely lead

to higher affinity interactions of the peptide with the target protein. This fact has been recognized in
the combinatorial library generation systems using biologically generated short peptides in bacterial
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oxyphenbut azone, phenyl but azone, pi pebuzone,
propyl phenazone, ram fenazone, suxi buzone and

W hhoaasorciobut azone. Structurally rel ated pyr apel/o8me9/001085
having sim | ar anal gesic and anti-inflammtory

phage sg/gtgpagr I‘\'n@ﬁﬁb@r i \A/@J'kéi% h'a% @Jﬁgﬁ&téd%n%ﬁ dgr[ﬂglﬂ 'ﬁﬁﬁéﬁ@gmml&mﬁ might

. I 'n anot her sgem di ment resent
presentiraRAQRYZed Reptisle §iryduee o al"??“{ah efeaeg\éat'av stgityres T?’F@'Z? BCopFsdpility to
the peptdd [BPEEedting iNorcandxteniat loam ACqurdibghe atitaRtpresentation structures include,

but are R&ﬂ‘n—lt&g %a%m?b%%iy ?tﬂfctu? n[BUéar &{Eel\%%fé%stﬂﬁugta%d Y:\é iég cSile fstructures in

which r@:@@@ﬂ@@flmgﬁrwt@reg@ r@nd@lweﬁ@gmgemﬁl@npﬁ@me -linked (disulfide)
structurds, %Hhé’gﬂné’mlhyéérhﬁk@d%&mﬂeﬁ @ﬂlc@)eptﬁlék X2lbbp Bteuctures, helical barrels or

bundlesD %H?{’/%éﬁ‘?ﬁ%gmt' 2%){; aé?e“u ggPra(t)pzlgg ??é]%% 38@3@%?&0?%& Iyy re%?etn%é
Of partlg.\‘!gbr%mnas%reegl'n? 5%8@5@ rﬂ)ﬁ?jg yrmttaﬁe g@@é Qaﬁ‘s” Bat. Nos 5,223,409;

5,403,484 a5 AR ARG 5,837 PR B 1 WS A1 BASHESS Y FRPOI] B relarencs in ther
entlretylmwibg’ﬁ d@spldyandthadgiand tenstrliidtodh @émalmhagé Hl@ﬂh)zmira&;es can utilize

synthetlc p%rl]é ﬁ(ge aq pg;!)tlf!le{ |R§E¥ﬁ§eqr6&§n ulgll%) Péntomd @lﬁ ee? %%QL

n I'son ammne HCl ,
Dependlr%fdnqwggsg)eand &gsﬁéﬂ dtdofne, !a%defvaﬁé?yl & cell ¥pedmay be used including

["oni xI nate, nesecl azone, nabunetone, njctindo
cukaryif ARLEIPIHC SF G0t 1 To BRIz TaIR. AT BRIBIS oTseagiea use in he

inventiopa freshigl embedimeet, the@eits mayer gedetically enginearee,, forpaxbmgle thesy may contain
exogenpdsq{ugt)éﬁ%mdg's;]a?% fRbse e%'c5élr?4\r.q9ﬁﬁ *a[up (Lo %‘gon'rl]eeinstances the IL-

17RA at‘%lLeUﬁBert?'Bf 9fat6%inve"tt'9'yﬁr?§ﬁ9'ﬂeeé?ﬂjt°t"}%’§é '@é@sgﬂhﬁ%ﬁﬂ”tw tags,
such asGRRR Niitedd b far e B uraMuBsprebPildtion @SS)E36fbr othe)LiB84),

AFP802, AFP860, Al 77B, AP504, AU8001, BPPC, BW40C,
The car@GidiaidCgkints 2% adgbl @Ghe &S aﬁd allelved 8, indubaté 4or ita8dHperiod of time. The

k= |
step of %ﬁ@lﬁa cé -EI d]a§-22a eiﬁ@&ﬁ% I 5 823 PVlOW%SW?%W after IL-17RA

and IL-HEB1an iR 58, L5118 bLteranRis sceRASERX. Ipperoergiment the
associafidni2d 1L -1 R0 81l -1TRB @&, evalhted hlthé drebemioe ayd absence of the candidate

agents. W4 %E}H@ §p ?éﬁ% {aggﬁcéoqltr c;g\grgg %R@KF %%%ﬁmn%pv%gﬂqnaeagenments
can be dang) Geidatengani M IYaTeTeMiRL 07 3A BRDb e RPESSectiohwe then tested

for IL-1NigAh®randly thedlbsO(suidh RNOETA bRy IR 7B eidhaRRsSRdtyP3uch BE By testing for
express%lnelflg r{esrt]ha?t rleI alc va?%tb@‘éi 1? cqea@l altrr?lly(re\gb%%r H}ehtlongg above.

Inv nt| rre use

In someI driivbbifsntsbthe W RR AR AG AN BB bBtefm@ 2R 0854 ABteins. For example,

ret reat ment pOSt treatnent or concurrent treatnen )
receptowrpﬁmgm;ay&p moied i avRYEo fsmichigess BPlsFes canmysing gn apoprotein (i.e.,
the protei in®iedy 6fra dhinaeridmtiitlile ®atdryplag aspd Blnetheahéterologeusgmiypeptide or

amino afc%r {qlna%c%r I%%%gggkoocf%e*t s%cf?%%ﬁg\%ﬁémaggﬂg!: rggg ac‘fu5|ﬁra of one or

sterol
more feﬁﬁé‘Pme’é'é ataarelypgrtide whish arsvides an enitopa tortih al"r?(':‘F'lﬁS!é"t'bOdY can

selectivBly 8ih@C Dkd e;swp@tagrwgeaempmé&a aMhk GRmirdt e cd@bwe&nmmthe receptor
protein I BEPL SHISH etbeeihaTomRar g R P B A g on
antibodegainsbthi dagonelypeptide a Aso Has\isian of Hlecapiions, ta@g@p@@g thedreseptor

pouypep@&l @rb@pééaﬂylb&mls@by &#.m@%mi.on Lglng aﬁtaamg aaf.way @lné’rtofher type of
clO cor

affinty (a0 LRI 1 18 P G Aoy THRGS SiBPd (o Fas Dectsed 1 g gbiization to

solid supgdrl, ag audioned heeioni de, desoxi nerasone, dexanEthasone,
di fl orasone, diflucortolone, difluprednate, enoxol one,
Variousftag pehypertides and thet trseeftivreantibpdierearn welbownfin {igatth Exaspries include

poly- hlsﬁdhfv/@dpaty&us) bt wy Iﬁ]&ld(h@%ly@[ﬁ@"(wlv Wl glyf thys) tredlui Hketag polypeptide and its
antibody N2 PRI I, ahdi 40851812988 2 ASTE M1 9Re c-myc tag and the &F9, 3C7,
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fluocortin butyl, fluocortol one, fluocortolone
hexanoate, diflucortol one val erate, fluoronethol one,

w0 bapaserone acetate, flupredni dene acetate, PCT/US2009/001085
fl upr edni sol one, flurandenolide, fornocortal,

6E10, cﬁ@é? LAPSE BeantibR k&S @ﬂ)%n ehal %feﬁ&%g%‘é%@fs%/ogy 5:3610-3616

-cortamate, hydro tison ortis
(1985) lﬂ‘étﬂ%ﬁ 'éequﬁ/%'F‘B'S’é)Y'N%Uﬁ%Pr%Pﬁ @P¥t39 ﬁ%l ftorniibedydBerorsky et al.,
Protein |ENGIBESNAY,SB(6)ISHTHE6E (1990)F CDteerdad pEypdplives Hidliae thaFRAGG ™-peptide

[Hopp etPXIdrB(?o Igno gP% 1t26£) Lf%ﬁ}@% é}ﬁé\' WT%%&"% mg?&%{)%lﬁémr?et al. Sc:ence

'son met h one
255: 19210&943(14(%&2%@6% epmpécmmﬂt?r[%'amr@f efAl. ed it dthemp 266:15163- 15166 (1991)];

and thef7 téﬁ\ pepildedth@ AlineartyeRA®R dIC Prop! RANASHA SHIEUSA, 87:6393-
6397 un1p osphate predni sol one sodi um succi nat e,
(8eal,

ni sol one sodi um 21- m sul f obenzoate, predni sol one

A varlelz 8'(1%2#&&1}"0 ?ogg él)ﬁl t%éﬁﬁn%ot%:] e BX %leo’rcl %c%}g gBQEf'fﬂe‘? self-replicating

extrach&n‘@gqaf;\;l §1actorEj PEYASPrS \Mr@q;{bm?égr,ag_q:mtma, r\gét,ggnome Generally, these
expressioh- »dtte(@hwmmtram@ﬁﬂtoab@ndtrtammél eelgulatdry mmtmsabw linked to
the nuc{elrclagﬁgan gﬁge rﬁét)%aogcit%ﬁ 'Idrtéertler rcaré ?ur 3¢ anc net tg%l\ﬁk sequences
necessary for tf@@gpressmm ahaperally ikad cedingsequerse ifta l?ﬁ'i@u'af host organism.

The corfdf éeqb&fcé@mrt@ EMtaBI@ @cﬂ?ﬁék'a@%te@rf@r e'%laﬁn@le ' |Héll§ﬁqaeﬁoﬁ19tep Bptionally

enconpassed u er. s
an operGE Sb R N A LB AP e REFBIPF Sl Feiun @ BiiEs pomoters
polyadenglationfsigaals, dnd Erifcerds- 17RB ant agoni st i n conbi nati on
(pretreatnent, post-treatnment, or concurrent

In some; gnahediments) thWIr]_hﬁJltIgﬁyf kindirgte Ilgﬂ'ﬁ%ﬁ—@} 'TRBReteEamedig receptor complex
assays aftriuf h@m&HFbeexdﬁmHEScc(nbe the aéihﬁﬁh&ﬁﬁe Eeskidayd agent, IL-17RA

d
ana 11-RRE) TN e P 33arcss: Cp Lot BETHEr B apdeTpme famion i tabees
in sometqmmwn"@nlS) dfor emm debF¥sordrd7RE saiy ebeatiachedd? a edrface, a candidate

agent ah€s RbBled PARRRSN/0r IPMARBSs adie@dAG \A%§ﬁ|ﬁ‘§ $he3d?é’sence of the label is

evaluatgc{~I q’b%p tolalg%lgLé] 3}#9@% Prét%liﬂ%ﬁgtpé%?lae e{{g gsf&af?g% és known in the art.
In gene%y %H{:{Ah%ﬂt‘ vVI?&JHeFa‘ﬁY b&'4 e*Hs%’HgG/ﬁ |rbth£ G Ualn%{m d}BQho“&R the

am ne aur ot
composian piiha e, materiabita b aladhed. clhigspesalu? e GnesEeare tiized through

the use GLDACISAYI | gfﬁﬁps &Védchcphpsieharatdan trféu &k Q546 armacrdﬁm OFhctional
diacerein ucosa

sroups AR B e WS B GRRF Vv D o
groups. glege %Aodiouahgquasm then ks attaghett sithee tiregtoeundirectly tthUQh the use of
a linker. ht{ﬁ!l{e@(yré Qe P KA i e ! fo%@mp@%r@%&ﬂﬁe&% bikABkEAENRAKers as are well

croun (55 e P G Sl S ACIoBIe A BPA i bages 15

200, Incglporaedd hersiirt byogterenae)s Atactimedt-lipleans incibden butraee nqdyimitel toodlkyl groups
(includidg{?ugﬁgﬂé@ﬁkﬁbﬁnp@&dw &g&g%oﬁgﬂnéﬁg@%gégr mélét%fWrHu@mg short

) nopoi et n and vincristine. tructura
kY1 GrGuBH. TP, SRR, CBRIERIPR 20 Hy erdoa}ond e\ gueesc Adsraatel.
fusion parridrs arafubedyauitable fustinqiaetnérs @®luds ethed ismobiliiatiordemindonedis such as

hlstldlneetgng@fgpﬁéémerﬁ }: éulpfhées%ltﬂ Lﬁﬂ:kell iﬂn&igr%l P,&F\ ﬁ@ﬁtﬁ ler g%t attafthment of

present |Invention i s directe
linkers angddabgle. elf, nd. PIthéAaquUS_L'?P@G ant agoni st (pretreatnent,

In one g??%ttilg{eatﬁg%rge Wﬁ%%ﬁggg?cﬁéa&ngqﬁngeat %enéotst%hé%%sgnoﬁ SO|IX support a
suitableffirsionrradeerts aredutofluareseept prble Itz t Suitbbie ptdinategustfinerescent labels
also mcfuB@%bf@QEot‘ﬁmtEé"% &bé@ﬁﬁ:@éc@tﬂ‘érdﬁéﬁ@iﬁﬁrﬁcﬂdﬁﬁ'é ’shila, Ptllosarcus or

requorgsagerins o BB TRNEe et 1RO pscincs Ph SoHasRb B F R Poiadh Catgpatoris,

Inc., GeebamRcesssioe Nemberi US57&2) 1 hiad fluoedstant peteirt (B8P CéEhtum Biotechnologies,
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i nhi bitors having simlar anal gesic and

anti-inflanmatory properties are also intended to be
wepmonpasced by this group. Exanpl es of COX-2 BEI/E8100%/€01085

i nhibitors include but not limted to etoricoxib,

inc. 1804 C&ﬁeﬁ%h@uve%?de\ﬁ/@%‘t' QE globt}ﬂlfoﬁh&y‘?%uebé?’dﬁc%ﬁ%ﬂﬁug Stauber, 1698,

ecoxi r eat | Seases
B'Ote°ha'iq§%§r%ﬂ1eﬁ6§ 47 e gt He 1 99BN CerBIgl R 1 71882}, |gBhansed ysilow f'?‘%?sce"t
protein (EYF®, Globi@sh [aborataiat Nied.), Ritifdravel (RAREBS: aX,Y190F Iplamass]. $5055408-

5417), é‘ﬁﬁ?&(e"sﬁf eﬁ\Po e't ¥|eQS§£f Prc!?: @Qi? A?éJ ‘é?ny U%fA 3.28b3-588075Ghd Renilla

(WO92/3 643, wcggtom WQﬂSMé@ZﬁSC qugﬁafszz?r MW)Q M-$.[Patent Nos. 5292658,

5418156 5588 EBBNE74b48) 5910795808088, 58743dae54769d5 Bopd558)1 ARBS the above-
oni sts sthat are frequently

cited re%Eeté’g ?{efi‘%gﬁ}'éﬁorp(?fat%ﬁ&eﬁe"&P’érggeé ®or conditions '
The insbl[’?%1 ?p)eg %{r{gﬁbéﬂg&l gftaﬁ}l #rﬁwgf%rq {o%h'tﬁg‘w?ﬁ&ogﬁl&s can be bound, is

anti tory

Y
readily ﬁp@@éﬁldﬁﬂ}ﬂ@i@@g@h@gd lsmtrgﬁﬁ\wﬁ%@qmpgp 1 gnth the overall method of
screenifd I tHeGABARIIP blkh suppdets G Be BEldi 0P PSrod arkiL? Bnypgmbérient shape.

ExampllF% éfﬁséﬁ'%%ﬁ]é %ggr%grﬁ{l:%le crgtqgr plei?ésmg%dﬂgm&ﬁ%g .ebrg%y?ﬁd include,
but are Fptdimnitecior glassdingd imedified pr functiositizednlass Risates (mesding @prylics,
polystyrleﬁé)ﬂ{@do%lyrﬁ@rs o?‘@g&lfe Sndleher n‘B@FM@Ypolylb‘rbp Ié@@@l}/etﬂ é’neI n

Publ
polybunglE, P AR TS E10 ) FVSBREEBHRe: TIRRROITore P Ee4s e o or
silica based triaterials éclfling silidop-ahd RAdified SRR @rtoagoetalstinorganic glasses,
plastlcs§ &'?ﬁﬁl[:@ % Uénetyﬂf?%fheF ;S&Pﬁﬁé??f}t son® erftAMRENES Rk solid supports allow

eat ment one or nore beta-2 ag on|
optical gigsien i @e@f-e'\fﬁ%a?.pnr&e'em Tiyasgses; '%é%‘ﬁ’t"aﬁ & ket art, e
solid suppet reayf bef cpatet Inith bneminiten bf rodtedde indiugieg palgmers,Gsuch as dextrans,

acrylam?ye§ giegﬂré a 5’8§et 8{3 g%“&rmceo'ﬁ%( @uﬂkﬁ?m&td@s@ﬂc@%l Ia%g g:igiy%n%ne and

er S or
other p'?sﬁ'é? E'qu aqryhes: MF@““F(Efat%@&ﬁﬁfréys =3 B‘iﬂeé'ia'lyl C°(“R§‘!ﬁﬁh'?§5ﬂ‘§e alarge
numberfdf 8tiays ddnMderchrried Blit@ineunahdously, UdndsmeiBinblntsofirEaents hnd samples.

The pa@aﬁ%‘%& o?ﬁﬁ!imiéltrkl@?%g ition is ﬁ!:tl“b?lgr%i gJ I)opé Qg]l?{ %%)Jn%llble with the

reagentg naq(q{efallmgﬂ@migpéthg rn)lgntloarmplmtgln@th}pgptiwﬁbofstm eenpResition and is
nondifidsBsiet hai r(r), Brethine(r), ) . Long-acting beta-2

agoni sts, sone of which are conbined with other agents
The car{dfdate ageataptessontadtediivitlf thi othBy cdmponerté bf) thSessay emtef réacticarvdnditions

that favgroarggrqltgr%&) Ater@{:t%ﬁél ﬁg’he}fﬁﬁ"@l vfi’}ﬂ% @gﬁ%b’% IU(JJnd'itlgns IncuRntlons may

I nation wt nt agoni st .
be perfofEd &4 2 AMRAAYE wﬁ@h{acayfatqsw@tlrpﬂ@g;@ﬁy tyRiAtinpetween 4and 40°C.

Incubatidh b@mb‘dedrets!élet:fe& far dptirdm activity bt Afr-dido-bk Opmed Bgaditté rapid high
through(pp{ secte[e %m? c%ah)p Qc—ﬁweet(:?][(? ‘g %rgze Q Fridurrr%llé)%losgﬁl&lgnte I%xceé;,s reagent is
generaliymmweti or yashsﬁ ewmgw the caseof #nlid phageraseayst Aesdylfgrmats are discussed
below. accept abl e salts thereof for the treatnent of the

di seases and di sorders recited herein. Exanples of
A variet) efdtidr réagaets Im‘alylbbiri:mded inieces a3, Fésariscluaie reagents like salts, neutral

t
protelnsogg é@frﬁH de f?%étn)éhé\% ﬂ-%} %ééa‘t? fécpfa&ee@tlﬂawo&%ﬁe’m St
binding @M%’dﬁ%l{cé (‘P'} “FPecHifngr %h@’@‘l‘ M%iQFlaC‘(OSF nf§P EaEeHy that qtheryise improve
the efflcfeldﬁyt brelie S438\ lsﬁdrfasq:fdléubbnwuitorst MelepseinRibitors, AMe Micradial agents, etc.,
may be tjséae ﬁeg %{x{u(?e {J&%mggr{enfsfm a{he ald{ig'o7 ﬁ%nl E‘rdaﬂ] tﬁg eo?c?v‘io%g e Ith%trequisite
bindingt r eat ment) with any of one or nore mst hyI xant hi nes
prodrug esters or )Johar,rraceut,i cally acceptabl e sa

i one RGHEIGN. A o (st B AEIHERH MG EaTN i IBGEB Sy o or gh troughpu
screenirty. MaNy 8ytemeare igeckrilyragedied Bteeangseas 96 for metd) yek mittdiiten plates, but

prodrug esters or
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pharmaceutically acceptable salts thereof include, for

exanpl e, .theophylline (for exanple, Bronkodyl (r),
wakiogopdagé [ in(r), Slo-bid(r) , Slo-Phyllin(r),PCT/US2009/001085

Theo-24(r), Theo-Dur(r), Theolair(r), Uniphyl(r)) and

as will b%rghgﬁgﬁgh k: % ?lfn(?rfe ﬂgﬁ?hﬁnbeP&ydlfjfe?&q’Bl%g er c)onf %uration?] may be

used. '"pﬁdé%'@fhta"i’ A r?tf hestaps OEIti"Peéd‘F@d‘ Pay thqj%%ecbfhuérfm example, the
systemd maylbdmipletsly fpartialipaasthaéd. (pr et r eat ment ,

post-treatnment, or concurrent treatnent) with any of
As will bpreppreciated be trevaé in thenérk, dmeneare rywideyerety of ganumbnengs whicke mgy be used,

mcludm? rbupllﬁb"'frl Ptdrﬁ%lr h%r@r%ﬁcﬁﬂtaﬁm Sﬁﬁa‘m&leﬁsh@rftﬁé}éosﬁgﬁmé be

reatnment o | seases and I sorders recit
microplg{gs: @ytamated derpansiersie remeys a3 rgPlach ‘Fsafﬁ‘?'r‘ﬁ?uélo? ngRy gfQpg contamination
plates; tipeskergtied ttr s@nge gistriblitionwite dispasalble ¢ips) WashabNatipadssenabiies Jor sample

distribut|ogt99é\&éu)lo dﬂg%o%gé’%ﬁ% ?%%@@H&Ntl&r dick h?g@e(;@s)tionﬁgptionally

resent inve
cooled) htacking tyversofor patesiand tips: and CP'IDM?’F%KStF'IDS 17RB ant agoni st
retreat ost-treatment, or. concurr ,
Fuly ofdRE 5 HERPOR N PO t1e ST 05< 190Fe PAHEF CFEK PRygRrism-handing
including fightrgougbpw ghipetiing &t perfermoall géyaohsareaning@pplicatias CBYH iatlides liquid,

particle, 3@“ LRd B%ﬁﬁl?ﬂfmd‘ng)glaL&% s'b&?é”st f?étlof?fdlstp ﬁ‘su‘gﬂ ﬁm‘?aluﬂﬁ& washing,

I sorders recit ereln. les 0O - o
accurate, yRlyrpe{ds tirqpéfegsl @trgg@ﬁt@d dﬁc@;gllngﬁf RiR&t Lips; apg repetitive pipetting of
identicaploRiniEs d&rhiuiitipRd deyiveries @ akkinglesammbie aspiration] These marigulatiots are

i, . DF
cross-c%r}té(ﬁléaggp{fjr%e [A@éﬁa%r@g%r ':-% k%? mggﬁ‘ sr‘m%ﬁ%wrg nlthl di Mtruﬁl%ﬂt performs
automatggFrplicatiem of micieelajgrsegpies tq fﬂﬁe@nmer@hran%s 6"44@'&9591“%@'%‘%“'9“-
density kgt fdithidtd-sériRfutidas, dndfignasapaitp Bperbtionpr et r eat nent

post-treatnent, or concurrent treatment) with any of
In one mdnmnﬁmmlmV tierivatided porticlss, ptateedtnbtgs mayrestis particle, or other solid

phase anW mfsﬁe&# c?t@{ol the g&%@ %rﬁ'&'ngné Qngtué g'ﬁé %ﬂﬁin% Qttﬁréaggéeof microplates,

| seases and ers reci o
tubes Q’haé‘ly éP'H’ ph%’ﬁﬁ‘l”@%s igfludeqRaiPelar %Jgﬁquc@gm)épﬁ?rcfgrf?%& Miepified dextran
coating asbracwe chRsRBinding) aafboay edating, Bfiaityaviedid (orbind fusion proteins or

peptnde% g&@zﬁg%l%c{ Qrote\@g&t%%ﬁ’%go Rglﬁtgbqoty ﬁ? c?@ kél Ie?ollde re mi er coatings,

ne ace sacor
and otheryaffinitia@iatrix aye) usefhial tis Ken§eN-i de ( Aer obi d(r),

none aRBAMEN Pefdiss 5 GUBIESH ARV P BT eRc DD FBaP Ll gtes. merofuge
tubes, ctyBvield rHqeanaavell platas sfite(st $hipsSbic dipers,derds), asdather solid-phase matrices

or platfo'% %{H l/ac‘r%lug O&u&ug ? QQ%rAOdatp 3% Qﬁﬁﬁﬁgia)ole rﬁ’&o%ia??l%ff&r)rofor additional

her speciTiC enb resen
Capac'tﬁ Wé ﬁPPHJﬁ’ F?'%“%ﬂ‘ neludese Yahiablp ép%d@fttbtﬁ' Sgﬁqu | electropgratpy, and multi-
posmon WoRBiegkd RO Stur@tsampledtsamplerant feagpritSitlutioh eabaEslbtes, 8ample and

eagen SSARNL Sbud RLIEN L Wl 3io! one or more | nhal ed

rug esters or pharnmaceutically

In one eﬂ%@&%ﬁlblh%rn%%%l& dnf We‘ﬁﬂéreé@é’tmé Qﬁstén‘iseeﬁé U?Jbtforosftaﬂllﬂﬁl? the

seases and sorders recited
emperais o 6 ¢ stqhaggeriﬁ%a Ao §reled ot Bl pRHRR Gt i ageurate
temperaace e@it@bdfdncabating sargesfodm #1actbudesC. f or exanpl e,
al buterol (Ventolin(r), Proventil(r)), nmetaproterenol
In some(embggdienisr e insisimentation il |M@p@tc@te@m)@é\ﬂqh(np§y)be a wide variety of

dlﬁerenttdéféét&s'?"déwdﬁ bR Rl 1AR{d and aB¥9! IRBhE BbddimedtSRefun@dtédi®s include a
microsc Qﬁ(sg Hvitﬁ n%%{e) Bace.

o s RR S O SRREIER G i s il
and visible spestrephotametiraletestiorofitheaingle antl ARAL wauelQmBempag@m kirtetics

capabnn@Pﬁu‘?&ersé‘@\tcg?é%narféQ%ﬁerbyr FHSTER (HRETY rSP'Roé}QtHﬁw%QGMnescence quenching,

two- phogﬂqtheﬁam ﬁgw @fe85|gd%ﬂftg§utlorbl,c&ﬂ, tfr?éwreg%stbtrg gg;g:tma anclj trgnsform(data and

pharmaceutically acceptable salts
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thereof for the treatnent of the diseases and
di sorders recited herein. Exanples of bronchodilators

WO p@bas®7é prat ropi um (Atrovent(r)) and ti ot r opP@mUS2009/001085
(Spiriva(r)). Treatnment of the di seases and di sorders

lmagesrrﬁ&hlja‘?\ﬁhatﬂ%rf@r‘rr%tsc% 4 9&41&!}#& WoltaHSE TREselill Staple!thEmEitdAy of the

treatnent or control an | nf ectl ous | Sease I n
size, gr%"ﬁhﬁf“ﬁ BlSnENPIL ﬁf%?sfsé’ﬁtotfréﬁﬂc'fc PEErs neslisrispues. Gpd organisms; target
validatidh) Rad bptinzatibn, eiatanaaly$is, whibing, torgzatzamnt and ibtegratisn df thermighe

through fit sgggn%\jvl'h]tzgém#baﬂr]ﬁ@ rﬁgée}gﬁaﬁgé provi ded herein.

requen Intreatnment of such

The 178 ﬁemﬂroﬁ&mbéépw %orhﬂ@i WeR tﬁJ‘JdIJ& d;P&dthéform of the receptor and
antimcrobials, antjviral nbi_nat i ons

has beqnizBpwR Perein it (ERPATE IO ¥PaPE §RRS 3%&@“"??‘%‘ WSPIPRR 9 BOCURPBERES
mediatagsant s @ndvouin thel ant thdterafideis cisedderatetés, a$ eﬁnmgMeﬂalralacé associated

|
with mc%ggéc?ﬂ%ﬁolgggﬁﬁegt@lgﬁlllégq Il%ﬁqﬁmeergg %ﬁ@nt the IL-17RA-
IL-17R| 2dige)) iagiep prateips &Fen‘ﬁiﬁf“b opgatectingoi 7IB@H|-11Z'3¥ nBi§EpMerig recepior
complesdsiin biolagicd! B&rmpleparad ifiéntificbrost camsdr tisdube that @prIsk said complex. This

[ ' ' f IL-1 7RA-IL-
would o Y ElNlo ol Sl LT et SR 0 Poat nent
The ant@@ﬁ Bm&ﬁ& BlofEtof | th‘éﬁmféﬁ%%ﬁ gghsédrf%é'&ﬁ%tbc pW'pngsqgﬁetQ& diagnose,

nor e antlmcr0|as E q
or m°"'[t9ﬁ3'???é€%ﬁ'fq/‘8f§P‘f“§}"°§E E%?S’F'é‘?f’é‘“t il 17 on 'PF‘e'lLéSRAPE)F- /R receptor. The
inventioh lpeavide® for thefdetebiiondif sregseseneand thdi 1IBA7 mStor |eelstamdle using classical

immunotﬂﬁgo%.sqﬂal rﬁ%\h&ﬁ" k%\grp o%o%e o?gllllﬁﬁi fhe afrtQE qgg% tﬁac%é)% Theory

es eni Ci (g al ospori gh and

of E"ZVES'ét“ﬁmP%R?F% vohtf (ﬁé@ R)ﬂ: &yrogagnd Bi‘bV@me%FGPPR)'Q o'-:ﬁ%"er
Amsterclmqr 2did, desy, Moh&géﬂéCArﬁ”tﬂbodléﬁwwﬁﬂ of meénmqseg bpNam188 ECRC Press,

i_ncosa R i | . _
Inc.); JgKaR&iLe eamh%t%!?lf‘%el I 1?(%'7%3805 H%‘Ean% {a9 +égif‘f?.ldleﬂﬂ\|?fﬂd|%5.3os7-
3096). ifke ¢htedtipn pfithe helf7g 13¢€|P1q|1 carbb@ap,qrfprnhqqi n wm)wa@ Vitrp.i n,

dicloxacillin, floxacillin, anpicillin,

Dlagnosélﬁ.ﬁp[&lﬁqat,oin?I p@Mlpﬁdal&rgjﬁ]mcyﬁ%g?ecqqtrpq qptlgen binding proteins to detect
expressiiiiX theill-I 7 N 17RAEnd AR a1 RSB proing@nd binding efylghlaics)ltd; ih| JL-17 receptor.
Exampl%’s,acgfar c ugéﬂrﬂ |n @g?g@ﬁlaﬁ' “hiegres?rg%??@'eﬁ J{}e@e twmo]e
mmunqqg:zqyg,@pph @snthe Bra_zrggeéelqu mmun@ﬁ@en@gpw (ERLSAY andqiBe radioimmunoassay

(RIA). Ree&maabwsmél tAS use 6t ceiirhmnn&peécipﬂé@aliﬂ@y usRfl todRtechttié ILATARA-IL-
17RB h%tsroanen(ran retﬁgp ortcgfnége% f—l% J’ acg ePStla é‘ c>|n:%|e%1 Qn g‘nc‘ie ng prbtein typically
may be @ﬁ&ﬁwﬂdeldetectehlﬁ dﬁbemmrot@asmflrteﬂ rﬁ!ere@er ur OXI rre

cefonicid, ceforadi ne, cefixine, cefotaxine

One as‘??ﬁs(%flt%ﬁ:'f‘%'orb@f"f"i’%?r 'ﬁ%‘t'fy{f‘@tarqegl?rcﬁ%s th@éﬁ‘ﬁ@ﬁ%‘hﬁilo AERA-IL-17RB
heterom&it te2gptoli dtnplek NneshzoNiaatbairhént aneantigdrhiinding protein is labeled with a

Iabellngg?a@oﬁ%d%e%ﬂo‘ﬂw% I'{%qllb%qe% ant?#gn bﬂ{dﬁ\ @P&GIJ} kor{hé ﬁ.dﬂtrgceptor is detected.

Ina furthgtspmﬁqﬁmpodlmnbﬁv(gIWI@mthq@@pq,a@bmdmgm@tgrz@| tg@;IL -17 receptor

detected th\Méd‘ﬁ\ a Ritherd @cnﬁ%cgmﬂouméﬁﬁetdﬁtlédnmﬁ@ﬁﬂt@n ILThEreceptor is
ol one not

d
solated B AR HET et ues KlonRiFnB Bt SedldsBiaile, Wb ol Fane. 108
Antibodiepatk Edboretary Manwal Nexnmédrk:3oeb$ating Hadontedr 191911 ded périedicude,

suppleritfts): a.foﬁn BOEolighrTlel € 69d30C B et PRIBES h InfiinoREY REW Y8#RAJohn Wiley &
s azithromycin. the'rifanycins include, but are not
° limited to rifanpin. The tetracyclines include, but

50 Maﬁ ofqpth{Am {ﬁ%eén? pllsgycl ine, chlortetracycline,

ne oc cline, deoxycycline,
sU.tabuax@{T@eﬂmr eﬂﬁesslou %mmhmmm@ shtggdﬁ%l@ .mudera%&@%séel yea&,; or

|
nigher dUKAIRSLF eplon &PPIoBIAE HPPaL e Xaes O AR Bl W Bibaeieedfinoal
and tetracycline. The
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sul fonam des include, but are not limted to

sul fani | am de, sul fanet hoxazol e, sul f acet am de,
waalobastivari ne, sul fi soxazol e and co-tri nbxazol BCT/US2009/001085

(trimethoprinfsul famethoxazole). The

yeast, alnhI & rﬁ@e?lblgtcﬂdégeare Qéétcn&rdefop%nl en?ntI%GWEIQ et al. Cloning Vectors: A

anycin and 1] nconélm n,
Laboraterpydlﬂqj;ﬁg?/ %IF@/&)NqVﬁgcprb dé 85) u@elldfeg trlqaglaqqnﬁﬁt%ras $Quld also be employed
to prodyzeLPTAN polyBeptidds asimg RiAsderidedfrdne DRRRDMKYrUAS gi3ylssed herein.
Addi ti onal enbodi nents include nethods of screening
Prokarybtes iralutiegrami negstivefor giaa positive7eroanisms] foRBxamerties iFo e ProBacill

Suitabld &Gl@a‘?}o% h&<® BRlks $of- tra%?érﬁ%ﬂérﬂgcl@e%sféy eiéﬁfd"@t‘fscdl/hgécdﬂk Subtilis,
inthe art. and are a Vﬁﬁ‘TfetOI ent |

Salmonsl(ﬁ téﬂt{{ﬁ‘{’g’f’h agﬁ va(nﬁg\s ?tterf\%%esl 'a@quf .%‘-ngrzlr;%ras,gs#eptomyces,
and Stapktaptas. hanpbiexydic 8ost oell, eumplaatie coli, &OIL-FRAHPI1 8RB antagonist may
include Fﬁhn%ﬁl{ Tﬁ@yﬁ@@ 'r&%u@ 4 fa@inat@ré&erg%ns& tl%fre‘rqﬁnbmant polypeptide in the

het eronmeri c receptor conple
prokaryeligriopt il ngheo éﬁfm!ﬂ‘?H\jetéﬁ‘?yle cleayed fromythg gxaressed rggomping IL-17RA-
IL-17RB dntdgbhét | L- 17RB het eroneric receptor conpl ex; exposing
a candi date agent to said receptor conplex; and
IL-17RAdRHIFRBi antaggnisth map e exrressed ingeegihost celisnpeterabfydramathe on
Sacchafo‘?r;yééé JeRud @A CQBWS/Q& *@ﬁﬁe’ﬂg@ﬁ%‘?@&?@a&%&ﬁ@s pRAdI Rak&is or

gént.” The step of exgo& a candi date agent. to

t he
K/uyverprgy}cgﬁ,t a3y m eégplqyﬁ easf, Eﬂrsewﬂl aféﬁ.q cﬁ)atal octilppé)‘f repllcatlon
sequenéd-frdh? Bép géndt blbsmn&@ﬂ&ufdhbmwy replicatiigAelhentd RAIRS), a promoter region,

sequenclzeﬁ Cfr])r d)a lyd crielnﬁg{ igh. gg%%nce%(?m aﬁérnpﬁqqur?n'm%%‘r{ aﬁé@ gg%rﬂ?:?é Marker

screenin
gene. Suitally Rampter $eRRBNGes fasyeRa v¢v<t,or$ Belugr, @moe@ﬁ{ﬁeréo@romoters for

metallotﬂ%hél?«( @-é%ﬂpho@@é@ét&e%lnaga (Priteaph A R 8l ANBibl ChdiiA258128781980) or other

7RB t
oo Sise (ke el Ao EAmTe R Ao B gy S Bprem
17:4900; 6978) exch asckholage, @iysenaldenysie-fhiosdhate def)pdrdgenasa tiexokinase, pyruvate
decarbdPh&Y, P%d}bﬁ@rutc@%né’é@?lﬂéos@fe dhlasp%ZB‘derﬂerésZRﬁplﬁ&h%@%@k{e‘?ﬂutase

ex acfivation reI ative to not
pyr “Vat%‘@?ﬁp e%‘BﬁngpPﬁtet‘%‘?é‘eﬁaéﬁoﬁh&%Rheg IeRSR tSomerashi a7d e C%’gaﬁ?-some’
suitabletvieatbrschad pamterd for IsERA\yddst d@%suheherfmner descrmsdapHisgeman, EPA-
73,657 fﬂﬁﬂ;@?ﬁe@é’?t g&?& H@Fzéd%dsﬁ?gc?qg%ﬁ@(?%ed Be?dggtl ??r B%We%hno/otgy 8:135-

as neasure 0g

139 (199@a&69ﬁ‘e’(‘9§§@a'¥j’él'§)\ﬂﬁ glugese- reiafﬂ%ﬁ'%%/n\%'dz pragoter Q%SCF'H‘H’@Y Russell et al.
(J. Biol. |0bem7298: 25am 0 98B)yank Belek etlal AWatlite-30T 724, 11083 5 Shtittl@vattaps hﬁrcable in

ST VAN e T S NI ——

and replixafigH i@)E. caliCtAmpA benandrigia fof repliitatidng endiae abdve- deht&lbed yeast vectors.
speci fication. Rel evant biol ogi cal readouts include
The yedst a-fgctor leader sequenBe may be &r8ployed @b direcCéCtetipn GtheJER 7RA-IL-17RB

antagorﬁ/g?l: %ﬂ: %Eq %@e is -g%ndlp?ﬁ:g‘uéeatﬁeerlrfhg gropn%r% se&t{'enat,zand the

structurﬁlrggmsqqﬁeqqqe Sge.te. g d(qﬂgn ekdl e gelbdp: 9@30#83n§1tt@'6qt Blg Proc. Natl. Acad.
Sci. USABPESSE hoe; ULs Ipdint 2/396,082; bha BF BE% 27HN @tﬁérmd&fsequences suitable

di. d h e
for facnllgaéﬁq?g?cgﬁggn o d%?qnhba\%tngqo?&]e&ges Fﬁr% 1%35@%5350 arF En C\Ag"g@ tl}os? ﬁ?éf(lll in the
art. A leaden seqaeni@Tiay be TrieBified nesr ds2rend to evotafit ane o Bvers restrictiop sites. This

will facill4atel flsh 3Pl BBér BqGhRe iRt SrRAR/NGeddy partially
inhibit IL-17RA-1L-17RB heteroneric receptor conpl ex,
Yeast trangformalichgsotbdtignard RASen to ltiobé bi suiMl.in tiadrr Oae siichi photactia Yescribed
' by di o
oyHanf7RK BT A 120, PORRS, TRY SRIRORLES, D s or
Trp* traasfp@ents ih A eelective ntediom, whawin dessefeotiveomédnunbmdtsaﬁeaw yeast

nitrogen boasg%tﬁ}: Easanﬁn cfdg Cé% Sfucosenﬂi ;gg%nlead@&ﬁggﬁd ﬂﬂxg/ml uracil. Yeast host
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t he association of IL-17RA and IL-17RB, the

17RA- 1 L-17RB heteroneric receptor conplex, as well as
w@eivaadron of the 17RA-1L-17RB heteromeric reR€pUS2009/001085

conpl ex. Thus the invention provides for the addition

cells tr %f&ﬁ?ﬁcyy‘é/%@s %gr?tgihlﬁ kBHQ %Hn’?btér%e(?&ﬁgeerq )t o grown for inducing

het eroneric recepto ex antaggnlsts
expresw in a zika @g@@ma@g gxamglg of: ac’éfﬁd“?ﬂ’é‘(ré's ap%@onsg@g&g th yeast extract,

2% pepffhk€dnd 1@@@@‘60'39 eSppfentaalvas 8b @g/rrﬁ d@éhm%sanb 80 povedl uﬂablm Deébression

otne ARSI BEEHL BB ©
MamméthB'gf Léecﬂ‘f?o@pceh %Llﬁfr@%@[e%n& FIG %EB Bk an?BpéoeRS e%}@és r@&o@nbmant IL-

y Or non-c oun o ot her ro el ns,
17RA- '%u?:FhB ayagopistsnBaewovius éxﬂqnﬁdar REdustiongf B?témi?ge‘é%@ate'"s in'insect
cells aré fRielved BpLUcR&MENd Burhmiers 2Bib/TecHnblog)es: 45(1888)1 BeEbliRRed cell lines of

mamm%ngrljlan%na? arrrlmla%befngl ﬁ((g;ycl e%xadre\p%s (?f' P?ab‘%%*ﬂ'n%a“ggst%gﬂmgg Ih2iude the

ari
COS-7 finecdf eloskexdictisy calis (ATGHERL d851) K@UQ'E?’E% Al 33:13%119%1)t ycells,

C127 cA\, mtdellmﬁcb%cﬂ_l 1%3 G &IRdresta @04 ¢ M &LBa cells, and BHK

o BSOS S O T o AR By o

kidney eathdihé C\ﬂ(gﬁﬁC@Q&dﬁ@Dwd@sﬂM\m MeMzhamétet (FMBOWe1QyR82101991).
nore than 100 and | ess than about 2,500 daltons.

Transciptienalgrctranslatiangkgontre) sgakeneesderpalmelen Ragticalye gression vectors may

be exciéBal fRALNIRI genBined t CEMmEY @seti prsmoldtedrecdsema ehllfb’iiﬁer&bm&nces are

sorvec 5PN 0 AoPROR L Y SHEDA 55040 AR EBoyms
DNA sequensepdesived tigrh jhe| 48 Vtraiamnfmm fat gkaropie; . SVEA atgic) gedy and Iate

promotélfgé‘rﬁmﬁﬁce? %F]f&'e &7 JoWBsdryRBeH sigs ﬁ'lép§e 0&a8 §|%Wde Bt%r enetic elements
ctura nteraction wt

h
for exprﬁwnocé @ﬁtrb%lﬁah q?ae s%ﬂﬁ’&”‘i%? g}ﬂ?qrg,ah?rhgqsuca%a {ralI eggg?ndylﬁtg promoters
are pariiulagy usefil hesausabdiv angleasilyytitaineg lfromra \irakrdeosipé aga fragiment which may

also coﬂélﬁfaeﬁrﬁk?alnﬁm 3t rebﬁ@ﬁ&n IR Q. tl%?urfe B § 130AdHs). C@rﬁéﬂe?@fl larger SV40
e can |date a entS 0 n conpri se

fragmers gl Alsg Pe HedePB¥igRd the 2 fma?ta'e/égo b ey R EETRAT i‘%fc gy the Hind il
site towpal ty@Bg/naite locatddrinl telBVAS viallogyin birepldatiuntsite Grircigied.nor e

of the above functional groups. Candi date agents are
Exemplatysypresninndveatatsier use dnmrmmaliaadioptreliaasing cprayuftgess disclosed by

OkayanSP&rfalEird (Vs Cefllaélély3 980, 4983). SA%Eé?hI(i?sterﬁ ersféﬁﬁ high level expression of

t
mammdB4R EONER 1 Eie7 ORGP e saisdt cein a8 cardeant dbnagialy as
describéd pynCesmainebalv@dadl. énmund!. M;Bﬁﬁ&%) ricisetll high expigsaion sectarf PMLSV

N1/Na, §¥§bh!51&t6y“co%aﬂ @Iéﬂ R/Etu%@%é‘ OiDe4 FEY beeX ABRYsRed W@&b‘ago
are aval l abl e for random and directed s

Addltloral usogfqmgm@é@q %@Sﬁsgpn Wcéo‘ﬁ]?r@ d@%ﬁ?ﬁ%'ﬁ&@ /é 36756g and |n U § Patent
Applicatidrofeniaitdl 0280 1,4 15; filed Mag 1&)6[99E8rmoq10raaa’udfyoefe$ylm hesin.sTied vectors

may be R?{\g(a % tr&nrb%@ngﬁ; %tdf g\% nat gf)éegge%%e and in addltIO?]tO an

rari es 0 oun

m't'atorfnaﬁtmé?rw’fe baetﬁ@iqgaws s'snéhwvencgmﬁtbeaﬁ@dam% tf@&mtﬁeguence for
IL-7 destfiBedhiM BinkaiBtoted Patreembdsyl opthélsigedl seqb8sbietforanalrédeptor described in

Cosman Qtt ll” fa‘]atas 1§¥8§ QS%A)IC% Il}/-4 Qgrgl)aq g&?ﬁe dés%h@gdl ﬁ%P%@g 566 the type | IL-1

are convent |
receptocmrml pegtide wgbe@am Ueﬁn d’a@nb%moéaandrﬂmtmge I Knbmeptor signal
pept.demagdr.aa@mlm@@he agents may be subjected to directed or
random chem cal nodifications, such as acyl ation,
IL-17R A& LkyTIRBtantagpnigts ta@ranfisotztdd, purifiea ot ieinfogedous protein qmcordlmg&o the
inventio?ﬁt %%F%é’ér@&g@@@y %gémbll\éht @J(;;rgsrs%ﬂtsg &?@&@b%@%ﬁwe@? ‘f)unf ed from
I oact1ve agent e protelns or
”atura"f PeryFiPACeIsof prot ei ns.
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Thus, for exanple, cellular extracts containing
proteins, or random or directed digests of
w@e@vasdmaceous cellul ar extracts, may be used.PCHUSI90%001085
way |ibraries of procaryotic and eucaryotic proteins
One prd@% fgreprgaﬁ*,ﬁl? fiQf 7F$A: fLeﬁﬁ'B%ta'anlth @orﬁﬂr%te@&ﬁtuﬁwgsé:ﬁdsb@éﬂ transformed

herei n dinment are |i of
with an Bé?f?%ﬂ"é(?cmff‘iﬁ’ﬁ‘@éi?"‘g %/PP‘élseq“&ﬁ&e hatRPePdes At '6??51"8? Frs”RA -IL-17RB
antagoriisi ohded corglitionsrsutfigEmotogronsate expression obsdbiti17BAtl S| 7RBiantagonist. IL-

17RA- If?fﬁ%grﬁ%@eggi? meﬁ r@o@er@@%r{'l Giftire Aw@dn&rh'oﬁce%@ﬁ@e@tﬁ@gﬁendlh& upon the

use ep I de construct at 1 ncl
expressgﬂnesyaﬂm&mp@me%twé kg 1o e skilpdartisan aRTPRAYUESE fRTPHTYIBY 3 or
recomb@\éﬁtrﬁ?aém Gl vaRGidtaraihg i sichRER s bsithe iyPadithogt caigrepieyed and

whether or n%“he {%:gmblngrg%gaé rQ IS%Q&QIIFQ%%O thg 8&5‘?& rlngoqurﬁgﬁ&t&ample when

causes
expressiaprsygema thabsrgrete ihesqwmém@a pfqﬁlrmarewoaﬁﬁ dhe gyitere gradium first may

be condé’hﬁ:hecﬁ@?ﬂ@ Q&dﬂﬁﬁer&uﬁfy&@éllﬁblb Iﬂfd?éirg borfé@rﬂfa%ﬂﬁfef @&%‘xérﬁple an Amicon or
wiipor§ Peliop HrgldoR g ant g™ s e AP s g e BRI R AL gAD be applied

to a purjficatonmatrixrsoth assgel §ltratonkneslium. i Altetrabvedy, Bn apiprexchange resin can be

employ&P W%ﬁaﬁhﬂ@ aGhatP&RubgRts ﬂ@l@héﬁ&h”&@léﬁﬁ&éthﬂ (DEAE) [qroups The
ar rraco&ngl c agents 1Is I cul due to nab

matrioe] (AT HeRIATAS. A0STETA PBB LI S5" PUFT SessicPRaienhariploved h proten
purificationn tAteraatively [ eatieh exabatdeestepraan @a aiploped. Suitpieie tatide exchangers

include 98?{19{ E&LRFIQ H@rracé(s &)%?’ E E%&d%?r B)L 5“&11’5& et\%l g'rougg ”ﬁﬁéul(/] one or

ener at
more rexgrses-phage high P@azﬂm@'a?ewn@ﬁ é'i'romﬁogrﬁpw&w%f%é@% RYPIYing
hydropH-oB@ F{PEIHPLdﬁIehMat(B gt, Bicd gl BRingPend it metthfUrSthfeﬂ@ﬁJhitB%roups) can be

employegcte tﬁg rgweco IEeIgRJRnL ﬂfB an?nJDI n%t %rom?:lor aI| (9‘tl% fx%egamgﬁunﬂfatlon

Sy sterrs u3| ng
steps, l@%ﬁﬁppﬁwﬁmt'm@réMeﬂIdesi?BP%ﬁ@P|°¥¢dﬁ9 mude @fsubstantially
homogéMeblcSreSorf4t Srofmt ruct ed smal | donmain nol ecules in
whi ch one m ght present randoni zed peptide structures.
It is posBialettd atiliz@an pifidiyeniuahicompidingtbd WFTRANBNLMTRB, or both IL-17RA and IL-

17RB, OQQQ€§§F§,Q|H 17tR3§ r]ie%r&ngr gﬁg&ﬂog@orﬁﬂe%ﬁ%ﬁmd J?ﬁ?mt%l gum‘{/‘ e?d?essed IL-

rior esen
17RA-Is{ ?%?@?@Q'Stsn@} URA-ILpIER @Inf?gﬂ'éﬁts FAMee réﬁlm’t’%’ from #11 gftndty column
using c@r{vérhtlbham@ﬁ\nlqhéﬂ?9§ P g itengien bifier Brsd teldigipidderto a @wer salt

buffer for use orsod clf%grt%ﬁlj'r}rsgeaﬂ $r C?tr\\/g?c gpornggtl gg;fee%dﬂg%n g'\re atfdnﬁglna{rg utilized.

Alternat@yyyt tae atlinityi qelkiath niay ogmpf|$e(ﬁ1)an§pqqyémqg piads IL 17RA-IL- 17RB antagonists.
transgl utam nase |inked structures, t}/ EQP

Recomipiah Bgeln MERUOER BO=CIREA PUfe SR dteltes el BEPlorcdi st oo

centrlfugatbp edxtraatibh fresm celt p?elletSHen Ulsauﬁalpelwseplhhle obfrdrb Bhe3BPernatant fluid if a

soluble gay&é’gﬁgé ?otllg\gecpt{y Jn% ?anﬁe c%nceQralﬁ%r géltﬁ\y 2o IQ“%QcHa'ﬂ%e affinity

as
purificationepr snzgegluspgt% %Ngr@(araghygggp%@gwalls RﬂjlgPl,@gpn h; egploygd for final
punfcawmdst&;sw?er&m cenalclan Bé divipted bRB®y K PENRMS Mgthbd) GdiLAMIg AeeLb-thaw

cycling, baniﬁa“?lf grrg = arg:l%arllgl rugcqtn g ntslﬁ%g((éérfll fs%r aegﬂgged:j?g:o?gy

Transfo%&y ﬁ%kt%st‘l%f’s by $é éﬁpl@@é@ﬁ&%l’é&s ﬁlr P?tl-'@l - 1(7ﬁBgantaB&'9§té ge)

secrete@gﬂw; q’i.?gjgrafg%? Wéll%lyﬁrl%%gonrg ?%qcpeéqfl rsgﬂn&lmz@t poéy;\%Ptaig from a yeast
host ceNfermeitation tarcted ﬁurlflmnmslmalugmd to thned dishilasgd by Urdal ef al. 1984,

J. Chror%%@?rz)éggbg ﬁ‘l%g| d1%P c}fﬂatl#nfa giﬁlnelnﬁal r\é\@etrgbd%gg@flllblﬁfstepshfgr

an unman ce articul’'ar use in
pur'flcaﬁ'%PémCP@h'naqtﬁuraﬁré'%%bwrﬁeaf@twe &CBUMe- nay be

enetj c eered a they may contain
Al rere S il 57 Bodh S b istenDipe R Rrsci ey AR SRY hedtprated by
referendelin theRAntaety. THe-fdliBRBY ekamglemboth estualrand prophétis, #re-providpgfor the
and IL-17RB proteins of the invention are engi neered
to include | abels such as ep2tope tags, such as but
not limted to those for use in i nmunoprecipitation

assays or for other uses.
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The candi date agents are added to the cells and
allowed to incubate for a suitable period of tine. The
WGEe@p/1a97€xposi ng a candi date agent to the reckP@L/U82009/001085
conpl ex may be before, during, or after IL-17RA and
purposd &f-.ui!.gtfé'ﬁné Qe Bmbbghd iRl batd e SEr th@k%&weheonra%%etneﬁ.m.t its
conplex.” I'n one enbodi nent, the association of
SCOPe. and 1L-17RB is evaluated in the presence and absence
of the candi date agents. For exanple, by using tagged
constructs and anti bodi esgyj precipitation
experinments can be done. Ean | dat e agents that

Human 'ILn‘tﬂ'D‘ I@IBengt El’i\l M:-‘I iﬁBﬁol?ﬂ&hal ém@gol?Bgc?a‘% §|QPI'\IEI1 7RB pdiy&onal antibody,
soatenf L7 RC BRSSP P B st BB o 3k B s

(Minnedpelis{ MNyjarfidwsed aprogdirgg tomanfifagierees spdeditatane Moineviat @dapgbtained

from InJﬂJ‘o&é‘J B%aﬁbﬁgaﬁgﬂah Y%ASE mﬂﬁe Eﬁ?ﬁa?@{lﬁ’é@%@éﬁbml&@ from Sigma-

rotel ns
Aldrich g5t d-opigdY@h "6‘?’199'@1“?# §”“bP6'PS éS@a’if'b'l“é“a“raé‘é ase | flal7Ré\ and IL-
17RB weR\yeheératet dubstedaliyrasaeveaiped by Yaureral (Waopstiat, 1895 eeuiuasy 3: 811-821;

Yao, et Spqﬁéé §i I%ﬁgl 2%8@%9%%6’ YSB 1%9 c%ﬂb‘?qngrg%ﬁ'sﬁoﬁ%bﬁ% efdoding

human gk raquse blgb?u&‘\ wpybpé’p#qsa@eérpredwpﬁb(sge the teregen gaferenggs, supra).
Human eﬁtﬁmsméom PR® brcodsl thrﬂeQJimg'lﬁ’rﬂ\éé identiestdl tﬁatcbmnslgs Béscabed (Tian,

etal, Zé\(#- {?ﬁcno'gg%%f %gg%é%{rgto% éﬁg%gﬁg \ém%%qgﬂr?e lL?g h? Iyét)an %escnged
previougintHurRdcby alc 2802 élirecmm}e16>9(1bl4¢ﬁj4531)hk5ur@m It-8pavas axgpr¢3§ed in E.coli and

punfled g? B@é'cﬁlgédy(H[?llsfﬂ@t%@i s@;Sra)t Rife ?ﬂg&gl’g@lf re§dh @pﬁ%a'ntlg-ﬁ RAWSs REed to

cither PGPSO 56 9 it BB 1y L BAofeSesi a0 o peepelar resion
of humansiL-nTRBwasfubedio dithexgaly h$$ (IL-NERB.HEP) pohunpeeyFic 1g@1 (IIM13RB.Fc)

substanﬁél?\ékﬁb&ﬁbéy thlag &8l t1g§f lﬁ')l%gnl&/r??trbL Slntéaﬁere?[;@rme(ﬁ[s commercially

ava"ablg qwiine mhum@nds?ﬁ @'f gﬁ%ﬁ? ag %1 75*.3?%@5;“%9:‘1 B icR festems).

E It)r(pe of affinity matrix that binds to the epitope tag.
XaMP'&Hese epitope tags can be used for imobilization to a

This exa?%é GoridtRRAES the%“% ﬁéﬂmédt%%_ N, re\{?JrLsQ?FILtﬁgn vivo, IL-17RB--

pepti des and elr respective an les are we
mice qum%watw 4sig ragthodsthal agst kaewn idhe .k BEgflvy 2 RERA tRgPTNg vector was

constru&t@cpbwreblbahg Gdnofrid seqlidrisk cehta1fingexoa i tHepalryie i- S7RE with a PGKneo

cassettﬁ%g&gm%u&e %s% cta éaltttgg\m%bq'}(}/&%% e%%%ﬂ:ldthé té's ngrlgggxgg%%%r 129 derived

embryotig 9I8®)(ES) qetiewere ﬂe@trq;@gatgh@tftth@ta@gng \@@pr g gelectsd in e presence
of G4183d?|6 Q%ﬁ%ldbgﬁb&ﬁ(mMUeét@I i fosapropt Nal AcadVBLiCOSA. @1:215-219).

I
ES clongR a0 & AP MU 4 e PR RS Py ARG R FES ond
genomltaﬁmutltﬁnmylo[ Pralysessdng wete ipjected PtoodvassBlaskdilastasy st dlale chimeras were
crossed% §)vrs§§\73¢§%3na(e¥9c9€énbratgnn:€ rhette%gyg{b% Sop Rl - "jﬁ@B hw'i]Fak &M @hich were

GG% {{%B ., _BioTechnol o
subseqyenHBICIIRb o ARBUIRte Lf TR R RS eSS hese R AT e DRV 2
C57BL/@backbroundey Baueeessd backBidsse34o C7HL) hice tusing IMankeppssisipd

: Y <
e SR EESTIL IR oot B o VB T, iigon o
Mice thgjauerq igentifiegytobe $P 2% re, uggd tgpstab igip agreemgg polorp(ctaaroduce
mice for¥xperldfehtal 896.6393- 6397 (1990)]. A variety of

expressi on vectors can be made. The expression vectors

Control @ayBLI& miset(Wa) ord bi17 RB-Ephice () mgreegiten 0 mmicralo M&Ae Sigma-Aldrich, St.
Louis MY §6 ﬁ’ifc?og?imé/rﬁf?)td?rnﬁauwn% (Aﬂbé‘rgﬁ@hﬁcréd?érﬁs ﬁnﬂ? erbndAaMAI®; once

ressi on vecto
per dayﬁ?e} %E?Xsp?‘fbéﬁﬁﬁ'a%éﬁﬁ T5eaRRY bdt"l“éﬁ‘raﬁt o (édﬁ’l”?;t’f’?!r 1P9ritdy 290@)- On Day
5, bronchoaleotgp &vad fluid ([BAKEBNHdung tissue were harvested from the mice and analyzed.
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the nucleic acid encoding the netalloprotein. The term
"control sequences" refers to DNA seguences necessary

w0 o009t s@7€xpr essi on of an operably |inked codiPQI/US2009/001085
sequence in a particular host organism The control

BroncthEFﬁ%et(BﬁL) w%%%eﬁé’rlntealgl/ fr‘\tJbe ngﬁ'ﬁn@é‘é{e\éﬁ%%d Wit 300 microL IP

pronot er, t'Ii onal an oper at
'"JeCt'%%f(inr?t;/héée”"hﬁ@ %itrﬁbf°HE9§H‘|%°'b$'9fB?)r?@d§P§hé‘g ﬂPﬁJ'H%?WF‘l t}ﬁ’° 600 microL
volume€ & iteScofd” Bulbetosisn PBS (Gibtd)i The PADMMM eslls wereqlelletekt by dentrifgyation at

1000 rpﬁn fg.n@i rﬁmuteyg oerggggo%ﬁaéd w.lﬁ%ng‘ﬁ?g&%g gg@%ram éf%@rml-}yClone Logan,
UT) for F@@ém gy a@ébfﬂ? fox toad ?&Wywcé"tﬂiw asvefliag fg5 changes é‘)éb‘?rbll'"ébers of

various €OMPSIRARING aR ADVI®D m@na‘fﬂldgtyldﬁaémﬁ@ Wndﬁ&@ar&@@ﬂfor processmg

ut
and anglpive Fena R AL s o Shte PR e b e WD ThEBRLE Wigaso
tested ferdbié asdtoth pretainspnceRtsatiopx BnpHEA (RE&D Systgne dimit pt deteRBors alh-5, 31
pg/mL; Qgﬁgigé;mgp to a surface, a candi date agent and a
| abeled IL-1 7RA and/or |L-17RB is added. After
The levéia 51 ThREAs foh earpuLibRdnaRatofy riddeatdralnadngitissuewalrél aét€thinddby TagMan®

(a rapid? @gfogﬁg'%%%%@&-tl \%%IyH’e %%Rhoé r‘?Pegctloh n%ii%% Q)fp%s@fon%snﬂﬁ ﬁssays-

On-Derpand TeMent Prithars (Apelinsk Ripsystems. Rpsies Citls CAS sudstefially as dessribed
previoudly (Harténd ot 41| 1998 BearY. LMmnUAB!. mmlstsu)o l'l'h@ﬁ'atﬁlh&@ HWalysis was

v b 268 Pl P A5 el R e B SR g reave

expressipn@fi pach@ene tedietaczatip diRRE, ot BAPDU gane éx@resbien insadh freatment group
was detefnli ﬁéﬂrm%ueﬂélé Belecfitedys@hP2Ps (Aéb‘ile@éﬁ%@ﬁﬁﬁmR&ﬁﬁs BPiWdReparate
H%O%F car box qr%ﬁg 0x0 groups, hydroxyl groups
expenmeny QﬁhBY”"@} i/% 0%. f unct i onal groups can then be
attached, either directly or indirectly through the,
useTable B Anahfeigiof BALméadiplgritarie-5Swendenkations andh Lt tiecoagentrations
for exanpldl-THPEOANdNEL @ice inyiananatit dasadwith iLideer s as
are well known (see 1994 Pierce Chemical Coppany

GenoBpkal ogcatuechneeaho SEMdues- ONLyeiphss- | maker s.| pages | IL-13
ek ooy T DR e Doy o R et | 69y

ers irnclude are

wr, &l Kyl O05aps { baglydling % Stddowb A REFIEL.DTQYPS andzs
al kyl groups c¢ontal nijn et er oat om mal eti es),

MSAj ncl ud ?ﬁ}zshmt al kyl groups, est ef s| 14 de,| ami ne,

gr QUpPS_ 4 T hy e gl _and| der v t Ves.

LATREREY nedd VO | 91101 01| DAree) GO UbSETSH Bbl e | 6547
MSAT usi on| 4288t nefs i ncl yde ot hefr i nmobi | 4@t i of

conponents——stch—asifstidime—tags fpr—attaghment—tpo
WT, sur f acp261@P@+ | BP&IR0&? || 67320021 pHPROEInp8IRIALS | 28P+48he| 296185
IL-25at t achngygo of | bddker § @2Bgl | abgd s, et £gg33and
L proteipaceocustlabel s n-onelenbodinpnt —panticularly
IL-17RB &0, t heoooedndil dad:@ 160 enareLsar e27908aMoi | reoadion 3a sol | CB4:t4
IL-25SUPPOrf &,.3 suit abl e flusi on pps t ner i 6
aut of | yorescent _protein | abel . Sui taJFe protiei naceaolus
N= 5/greypy valeascsbown arglielesagatSR); sarenlesckelowthe range ofristectiomefithedL-5 ELISA
were asgignedihe kduq of 3dPgstlent protein (GFP) 1 including a

Renilla, Ptilosarcus, or Aequorea species of GFP
Table 2{ @halyis of Iled, Iad13, and 9947 R/SvRNAs & IRBBRBBL- 805), EGFP

and Wﬂr@k@ﬂﬁ@ﬂrésﬁ@r%@% FNI'LQ%’chélléﬁge Genbank Accession Number

Us5762)y, bl ue uorescent protein (BERP  Quantum
GenoBipe,tllchnoI ogi es, Inc. 1801 de Mai sonneuve B vd. Vst ,
h Fliqor, I\/bntreal, QJeg Canada H3H 1JP uber
treat P 6931 .- 1?88

8. |BI ot echni ques 24: 4 Hei m et al
fl
WT, @é\: ej % 6881%%165@1221§§2‘h m?giﬁgrolﬁgéqwo}/vnr U@b:ﬁﬁ%%‘bmog

IUC|ferase (lchiki et al., 1993, J. | munol . 150: 5408-
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5417), b gal actosi dase (Nolan et al., 1988, Proc.
Nat|l. Acad. Sci. U S. A 85:2603-2607) and Renilla

WO 0923603673, WOO5/ 07463, WDO8/ 14605, W8/ 262FCFT/US2009/001085
W09/ 49019, U.S. Patent Nos. 5292658, 5418155,

ImfaNoXala) 0o 27 44000 L7277 070 InllaYaW. Ea¥alw Z AN A

JU000g0, 974 I000, o/ 71 1UNI, JoUH#HOSO0T, 5814ou+, 5876995,
IL-17BB X6% 53).000A1 90+60093338 ab q\AI604-0/08T@%8ences| BP2895+0.009634
msaexpressly incorporated herein by reference| The

insnllhlﬂ :uppnr?c.ng¥_bg_nadn of any_conp"sgtion to
WT, Waisch (tden1001H0@BD2760NS qanZoesdnosole i S repNiA y

conaraAt od fram canl 1ihl A Nt Ar 1 Al Aand 1 o At nvuvi PPN
Sttt ct— T O SOroorC—atr o ant— T SOt Ie T Wi St

IL-17RB 1At || D3 Wer00s41. 173e-00% er|dd. 146000 5w2D66€-085r epNIANg. The
iL2sSurfacde of such supportsg may be solid or pprous and of
any canvenient shape. Fxanples of suitablel supports

N= 5/grbi} 4G SRb&H Bl (hRFagdk SRR -5 HdN1BY S valIBYEMORA 8fe g2REl expression

. _beads, i ncl ude, re_not limted to, ass.and
relative ffpindB DFDLGHSEA0R o D) 2Bt TG gawes HlosB ere Enp i erigatie to
HPRT (2EA¢Chi(@&rageat B8Y).yNAreNatradalgzgdol yners of styrene and

ot her materials, polypropyl ene, polyethyl ene,
pol ybut yl ene, pol yurethanes, Teflon, etc.),
ol ysacchari des, nylon or nitrocellul ose, resins,
The IL- 8B K3 mopseyiny N AL-BS dilends caperiaiest v BRI SHISTRRKRY firpame
mannernWith thé edditkinlof 8 ouseiatedeukin-t8athallenhge mo(ligadiilnvitggers Biesqurce™,
| @zt ' 4 Frhibrobt RRLHAB! Rsyit
Carsoal R oE or 8 e T 61 fof® P o ot B EfooRih N Ryt are
shown igdelles $-8R€'8Wd do not t hensel ves appreciably fl uoresce.
In addition, as is known the art, the solid support
may be coated with any nunber of materials, including
p A ' t i des, gelatins,
Table 338\%\%“2%52& Bé\iggg'lé’%i'#gﬁgr@ SO ol%&{c,mme?s i ncl ude
in respasipg fodNAL-13prd5 85 chalERast yr ene and ot her plastics and
acrylicg. Mcrotitler plate§ and arrays are espgcially

CeBdMFeni caLRERAUSH EoslBblIR [NERESNIOT | BRSASEAT MaBrophages
IN geatmemtd | out si nmul tjaneousl y,| usi ng snpl’l "amount § of

reagentg—and——sanphes— Thegarttcutartmanmer—ofhrndinyg
Whf the ¢ sjLion is not drucjal  so 7% i '7‘%[
Msponpat i D?%{%ﬁhed reagent sg%%%%@eré Ig@hopgéo £7309
he | : ; . I e F 1l .

IL-eRPKS) i on and i sl nondi ffysable. The candi dat¢ agents
udl € cont A28 Bt h A he ot her2éeesddbhenl P584250he | 432&}4366
under reaction conditions tlhat favor| agent-target
wt nteractions. Generalshys thi%o%g | bp physi ol ogi cal
e
&

condi ti pAs700L388AMAL | ONS NAY er f of e300+ HI37any 1080014192
Il-Enper at ure whi ch [f8CP1i t at|ed®bptima| activity

| cal tween 4 and 40JC. [ ncubafl on periogls are
'L'?gﬁe@edﬁ@ *opt i NuPoaedaby i |tasootBsbs MRE208k5Bsbe | 850015048

IL-thti m zed1476 faciljitate rapid high through put
screeni g Typircahty betwegm 6t —and; T four —wf+—be

WEkuf fici eh83408xcess T68Yent |iM2@ner a l@éogggggeu 0016255

IL-ygashed AYG3632 1 N t hes1pgse of| b2 d phpse assays say

faormtceclaro diceuclcad hel ow A variatyv nf athao
T T TITICLC AT O AT J AR L A0 | A~ a4 T % v AT T A>3 ] T U TG

IL-TAREKOL § may be included in the assays. These incl ude

"__%§agent 5 2380R&45941 10 neut r d1468PE308P ng2508223185) |h(B{ QL2683
etergents, etc ich may He used toifacilitate

N= 5/grQ: UATRds SABRRER SISt bi nding and/or reduce

non-speci fic or background interactions. Al so reagents

t hat ot herw se inprove

Table 4: Analysis IL-5, IL-13, eotaxin, MCP-1, IL-9, IL-10, IL-17A, and IL-17RA mRNAs
in IL-17RB KO and WT mice lungs in response to IN IL-25 challenge
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the efficiency of the assay,
i nhi bitors,

W@t 3697@t

nucl ease
c.,

i nhi bitors,

such as protease

anti-m crobi al

may be used. The m xture of conpCHERL099/001085

may be added in any order that provides for the

.c:%g{%.w

bi-rei g
til i ned-13er ei

orre—enbodit

ent—any of
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ed; thus,
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for exanpl e,
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may be used,

the
ated— As——

M € [RlFRrRA

wtcl udi ng,
arass; pl at

bub23ecditl i
e hkaadé-ers

M t5@dsé-02+ Of
f or2.0#ve-0gosi

e goros5emne I
ti oat4eeiof

ob01382-02+
3.890e-03

t
Cofd 56 1

te
ds 4?%59:%% |

accocaord

1514501 gaKd! ¢
S Ofl7J1QImC ¢

P St dgQe 0SEDY
pSS3, q:%t@,m I

€ fl%e 03+
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c?s’~i5t1 B@ﬁ%
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op 9186?1-93#
éﬁng 037

panput er
Ry2st ens in

ysi epge-03kul
cl udes&ns oni

Y 60688610BE£ (¢

pt ex23sedqai d-,

DI 23106084 Ui

nasgeas e,

di £255e-02+
aeBre-02
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RLBetti g

ST BRAlH,N0

| BGeBdbA0 T

I GrosBieL

t 02%@55 g5 m

el 11 53109 Of

IPUL 748e-02+

Skr&UaNg

8.050e-03

appl 1 L;all

IID IIIID III

I UUCD I i L{ul

u, pat e

—ecet

N= 4 luggsdroor igdividamivervahes ahdvorase genstexarsssigpietative torPRT (2E-ACH)
(ave.+sB) spensing, m xing, diluting, washing, accurate

vol unetric
pi pet tips;

vol unes for

transfers;

and repetitive pipetting of
multiple deliveries froma single sanple

retrieving,

and di scar

di ng of

i denti cal

For lungaisigtopaditalagy exfdnioestsnmice p@hﬁtdtr@n'ge@b;ecoz asphyxiation. Lungs were
hawestGJ ﬁ§e%' iy Qé%%@ht%Buf%deffBﬁr?ahﬁ tlﬂ#‘) dproo‘é@ierd' é‘écﬁ‘one@ &t 6 micdHland

nism-t

sfe
stained Wi FPEaPIYH AT ‘h"i“c,(F'éEl %{tpé"%défrﬁﬂ LSy
describex(iHariemas). Raradd or A.diotohkis IAnp U aRatisgl. 141:§0T] €1892)1 thie grading scale used

ran

ffo(gf\ﬁ] ﬁt@p §ubstantlallytas ed

in analytzﬁgfh%ft@glﬁg sé&;ﬁlglhsl Ig lrs]ﬁt; ngég({n“}.eéefrorgﬂ ci f‘fétrér{P 9§te ggn 'Ilgggberage total
inflammggiqn va&elfgra?c'paﬁow BIreported ingkagle S- t ubes rmgnet ic

particl e,

or other solid phase matrix with specificity
to the assay conponents are used. The binding surfaces

Table Soi—llslrth@r c%Pén%b§§ ’of Ihhiﬁas%?@ rnflm?]tﬁngl }'181 g@%%gll @Erfrpilagﬁs

aces

aces

in IL- 17ﬁf§dﬁq?ré'dN'EIé‘}GerCﬁﬁ'GES%W'H‘dNt”azér omot e coval ent bi ndi ng,

anti body c

oati ng,

proteins or peptides,

affinity media to bind fusion

surface-fixed proteins such as
reconbi nant protein A or G nucleotide resins or

coatings, and other affinity matrix are useful in this
invention. In one enbodinment, platfornms for nmulti-well
pl ates, multi-tubes, mnitubes, deep-well plates,

m cr of uge tubes, cryovials, square well plates,
filters, chips, optic fibers, beads, and other

sol i d-phase matrices or platformw th various vol unes
are accommodat ed on an upgradabl e nodul ar platformfor

addi ti onal

mul tiposit

capacity. This nodul ar
vari abl e speed orbital

i on

shaker,
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wor k decks for source sanples, sanple and reagent

di lution, assay plates, sanple and reagent reservoirs,
w@epetis@7¢ i ps, and an active wash station. |n BPCEUS2009/001085

enbodi ment, thernocycler and thernoregul ati ng systens

are used for stab|I|Z|ng t he tenperature of the heat

excnangers such as comtT ot red by ocks or 'a[TOTTTB

provi de accurate tem)élréﬁﬁ'éocon%ﬂ@fwd?ol nc¥badkehg WT, MsA
sanpl es from_ 4C to 1000g3 (N n50Mmsaned) MerNs:5)t hel (N = 5)

FHastrurertat-er—wHHrHrelude—a—deteetor—whieh—raybe
Goblet el wbeplasie | et y of di fiferent detge@tors, depeitdhg oho
thetabets—anmd—assay—tnmone—enbodiment;—gseful

Peribrongbiabipiaomeationcl ude a M0&ro¥8ope() with mul|thigpt@9 |0
. nce, _prate|readers t prow de
Bronchgpneifcent , ul t ravi GRS Ahd vi kP bl e 0 0
spectro hoTo c detectron w single 4 dual
P“'m°“9\'£\98“"€ﬁ ﬁ‘\s/"éﬁﬁ%ﬁ nt i:qd ki netic 5]capabl K t&ds EL
fl uroescence resonan¢g ,eneyr gy tr@nsfer (FRF7TQM§PR 0

Total Scso\rfsterrs | um nescence, quenchl ng. two-photio

Averageeéi:B}etr@ﬁdrt%H:S[f‘nd intensity redistribution; CCD camer as
apture and transform data andi nages into
G°b'emfﬂﬁwp9fplf'§!adpf\§ﬁfﬁa@)s and a conputer workstation.
O=nom@ése will enable the nonitoring of the size, growh

1= minimdl, gshtah erlyhyperplesip indarge drengfioleheci fi ¢ markers on

2 = mild edoblet cellihyranpiasia iatrigoangmediyre bropehigless val i dati on; | ead

3 = modgratengotiat celihyperalesia imalgg shediumiand sgme smghbrpnchiolesn, and

4 = Marked eapblet tatimypdrplasizintall givésoughput screens with the
Peribrondhiidl énflanmunationpr i et ary dat abases. The 17RA-1L-17RB
O=nom® eroneric receptor conplex is the biologically

1 = minipeliepeindphil/maciophage/nerhepite cuifaidistergnipue te sitaleiaydie needema
2 = mild gosimnppiimacrophalé/tysnphiocyfee cuiflsi(2-5 gelis). vaitimeredemar fibreptasia of

3 = mogerelersosiapniimacipphaggiyopiosyte [cuffs §-10reelian edame led Bropladimpresent
4 = mavkgd ieosinopdil/meerorhage/nwdocytss ceffsdhif] defi$)ematied edema anddibroplasia
Bronchepneumanidd wi t h i ncreased physi ol ogi cal |evel s of
O=nommal 17 |ligand famly nenbers. |In one enbodi nent, the

1 = mirimal]fpRARtcumuiEREN efmaciphadsisimgutraphityepsioppiels/MNGSGss ef ul

2 = milfl,decatiatcemtlpting df matpRregkes/ndutRBhilsEosinenids/MYGELecept or

3 = modeyatel multifocal achinmulagion cfahacsephpdesthentnaphilsdensinpphile/MNGTs of

4 = magef] nsultifocal accymeltisnedimagsophages/nsdtioghitseephentils/MNGEswoul d
PulmODUVGiericmglil@hévaibulﬂisvaI ue to the research comunity.

0=noriifaé anti gen binding proteins of the invention can be

1 = minipal¢osinephifiyaghenyte/magrenhpas eulfs (disagatinvoys tOQInagriﬁyﬁa nogptimal
infiltratigp/RYREGN2SH seases and/ or condjtions. associ at ed

2 = milg Eo%?;ga ylypﬂt@cytglnfﬁ@gh%ge quifs WIIF)e@éﬂtee?mopM @tlmal lrt]f Itration and
endoth I I

3 =mod eosinoph /mgcrog eed l;Ib qls)[ﬁocglyex{%g eflnf:r%al
iOSIrT; Hgé‘igé? tlg i ﬁgﬁgﬁ‘%;}ﬁ@% Q@yﬁgfmc I%)W%Pvé%ge@gﬁwédmésréffaced

and MNGEs gibin m@@t &sore Vhstmid prek@@3, Practice and Theory of
Enzyme | nmunoassays, vol 15 (Eds R H. Burdon and P.H.

van Kni ppenberg, Elsevier, Amsterdam; Zola, 1987,

In wuld ?35? é@@ Ww}greﬁggé 8ﬁntréﬁfé\§?§&ﬁ{ggﬁgetﬁx%fm*q%ﬁ?sg Eﬁ 1nj:reased total

BALF legigicyte npmbers. inping 7irerssd nuebarasiciALEeosinophils; ggatrophl,
lymphodyek) anBln(idcropﬁS&s m-a'ncr&QQ@BALﬁ_m% sRtiees terzemfations ThleslVand 3),

(2) mcreasedqg Egg%RﬁR PevelF oplfr Rr{rse got‘laxrl]n vl c\{ %%:1(5{11%%4; E zé) and (3b?oblet

|cat|ons provi |nc
cell hprfh'éSlarmtlarge ﬁnob'inmﬂvrn @inpayst mdrrgbltsbpejyawlar/éassvlé'seﬂaﬁmaﬂﬁn involving

both artérfég ahd-velns, bl!l-t'n&:?%o%ﬂga lliarués7(RBb19 5P NBh&Sf tRdyd elibdislived oBferved
upon lntrangsal atgm%lstreﬂlon ote IL-2|5 tol 11’ 7&%% mice (Tables 1-5). IL-17RA mRNA is present in
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Exanpl es of nethods useful in the detection of the
presence of the IL-17 receptor include imunoassays,

W@ wb/13®7¢ he enzyme | i nked i mmunosor bent assayP(EL$Z889/001085
and the radi oi nmunoassay (RIA). As outlined above, the

1RSI D8k SN i P e
25 activiipgif fisslunacthatd)gre Beanireaasured fdatmt i gen b| ndi ng protein
EXamplt¥p| cally may be | abeled with a detectabl e |abeling

Yfoup as defined herein. One aspect of the invention
Thir exemdiesiemonstiatbe e requinegeat ford L4174 far elréspondedo IledGinaiye. The

generatfon Bf éé?B%FFE‘ 1 H%A l7rﬁgé IhHastb%Eﬁ)HchhtS‘edrp‘?mtSQ oy & PR §X2001 1. Bp.

bi ndi rotein is
Viod, 1ARAEFEN GOTFPI 551 BB MoRQG) Sl HA e GO el egtecsHstantiaty
as desclitsdden Exhnepid 1 e M- 17iRBdH m@epnemlte iare showh neTdbles B7and & befptvor

is detected. In a further specific enbodi nent, the
Table 6bAmalysisepf BALE mdL-d ARA g@rVSb@W(ﬁLlﬁgN’p'nmeelQ?"ml@ﬂt! ad Prptein7
receptor defected i Vi vo: ther—specific

enb&8iurent , | ERENQNt |i NRMYODI néW'ﬁ@hOpr pMasa= | L-'&? receprbt
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genom ¢ Sout hern bl ot anal yses and were injected into

Swi ss Bl ack bl astocysts. Male chinmeras were crossed to
weMea3Brack femal es to generate m ce het er ozyROUES1009/001085

the IL-17RB mutation which were subsequently

a _+ A AN~ i o L 170D A~f 3=
IIILCIL:IUQQ»_U o gLmtraur e T L 1L 7TTIXDTUCT T U1 CIIL IIL,C. LILLA ™)

goca were ﬁﬁﬂ/ﬁd7to a (37816 backgéoume# by 3 744 +61

stccessive backerossesto—C57BH6nrce,—usiTiy

N= 3 inditiguabsplerss; vatuesishawn ereieuereae sa%ﬂk)cS@gﬁewgek(WImxogmtecﬂon of
the IL- 5tEQf§NWér@§¥su r@B%HeJ vafue f3F yf-‘ﬁg/rln@bgérﬁﬁlé’i e thérarie RYEAEtion of the IL-
13ELIS\W % wer e |d?nt| ied to be 99.5% C57BL/ 6
eéef&s@He eé@'t‘%ﬁi‘?zs%% br eedi ng col ony to produce
m ce for experinmental use. Control C57BL/6 mce (W)
or IL-17RB-/- mce (KO were given 50 mcroL MSA

IL-25 stﬁélaﬂ&ﬁn@tﬁc@ﬂ 'deauctrgFm of I\:@Hnﬁ ILN@ b)l&ltﬂ?ee Wig Ey@EUSV@{)IB %Ienocytes

Tris cyiphg o 5k neagiaeg oy sta pun el Bt 6 R B Ra ko
splenocgtes (Tlableg d1-14). [Aon N, a peditivalcorftdl for Brm:nmoi_/te adtbBtio Bdu602) 7RB KO
splenocﬁnsS %od%ce Rr Q@H}’p@ #(8 Ieta%ggrgnt{: %U%L%ghaéhﬂ iedcbiiRg

wer e harvest e [ . -
stimulation gidnobdusedind R K epleagcyiea aRadYB S INRLS YRS MsNBY dif induce
IL-5 protuidtibmfdrh g1 TRECKO aﬁlasdctitei inZzedcandt dxperind@ T io lvitrb el culture data

provide gmhgrc%u'pggh tﬂ% 1ﬁ¥§ﬁ {ﬂ 1(7%A2argn%1ce%%bﬂgplgt2|3%£b‘ﬂglrg

vol unmes of i ce- coI d Dul becco s PBS (G bco). The BAL
fluid cells were pelleted by centrifugation at 1000
rpmfor 10 m nutes and re-suspended with PBS + 5%
fetal bovine serum (FBS; Hyd one; Logan, UT) for
Exampledunt i ng and anal ysis for total |eukocyte cellularity
as well as for changes in the nunbers of various cell

This exarypiechaiasteiigesthe Ay afanyi-ltSTREBMTBR endrM-1krge-f18i2 aptodies to inhibit
an IL-250@ERE O vARALHHFIE telfl UEpdIRAEEISpRE0RY \A%Fba;brh!ﬁdrétgusmg spleens from

naive Bwt o] oaqé Rﬁ@ec\ig;'ﬁeﬁfos 83 s?m ﬂ%o%glagqlﬂﬁ’%\/l gla (élbi% n9%gen

Carlsbap.rfb‘t)eiCn"&:(éﬂQ:@quaW@@d%toEﬁlwsAp@R&@rS}f@@'mBGenFrﬁtWPf6f< 10°
cells/well ¥t fHelf@RBwing leomdiitiods:1 P9/ mL; 1L-13, 62 pg/nL). The

| evel s of NAs for various inflammatory nediators in
Mediumlamnyg ti ssue were determ ned by TagMan(r) (a rapid,

fl uorophore-based real -tinme pol ynerase chain reaction
10 ng/mlremutloag (stmpluesaittoh usi ng Assays- On-Denmand TagMan(r)

i mers (1A$)pl i ed Biosystens, Foster City, CA)

10 ng/miy pyll-2n 18 ng/mh &l 5778 BeF Bloginasasirod (Hart el, C,

T IO o

17RB M7890HT Fast RT- PCR System (Applied Bi osystems) The
relative g@ﬁresm on of each gene to beta-actin, HPRT,

10 ng/mpbmutiaiE 184 400 X Br @ &4 %h“g/ﬁ"—@a%ﬁ‘“i'-r?éd‘ﬂ%@nt group was

det d b t ti
Thee seisg5 BPBRES SoRBBEISRa" 15174 G- E R HE e ER Forit Bhg o
mouse spifeens were tEaﬂau exs edch-codditinel listed aberel andlthis Avaalrgreated direeB/Rhds in
three se‘f)gnla{euéx?ér‘irﬁéfﬂs EhituweparE %Blgeﬁéd B2 ho@F&dat bko 2l 10% COz at which time

concentrations in | L-17RB and W ce i ntranasal '}/
supernaiRRisapETaNENeS!ed Y RE2Y8Y &f8u§)°°'\95nt@€%nssq¥cﬁ}m%r%°th 735 arld Me19
inhibited l2\28firdyesdddctetismoipl-6 by bwusasdidnecytes) the cakuldet ¢t vauesfor

inhibitioh BALLY irdubed 198 pRRALEIADY IRF BARBY @A es Br dachYhtHody in 3

separate splenocyte experiments are shown below in Tables 15 - 16.

Table 15: IC50 values for Table 16: IC50 values for
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Table 2: Analysis of IL-5, 1L-13, and IL-17RA nRNAs in

I L-17RB KO and WI mice lungs in response to INIL-25
w@eb@bhageN= 5/ group; val ues shown are (aver ageSDyS2009/001085

IL-5 and I L-13 val ues shown are gene expression

o) 218 D ACkyh 62FRR) (average SD). 1L 17RA

ues shown are gene expression relative to HPRT

ARibSy ) (avermee SD).| NV A = Notl apsddyzed The tdo 17RB
se with|IN IL-25|chall enge réfg%r nment vvas

K

g?f’é%‘#'@?i in substantiallly the sar tth the
ferl euki n- 13 .

i 38, s € RERFOd oL ce “@W’L ?&"‘ﬁdo“ i

DI@&E M785, eQ?M r@ﬁséﬂn‘r‘hLdays Wi th %Hﬂ/lﬁ'fgoéxp?ﬁ 1402n /mL

Crograns . results are showpin Tables 3.4 QW
Tﬁ\hb@l?% e&\B@ yshsn@mLBALF cel | ul lrrﬁAbYM!%fg biot 3 1 RHZK@/mL
anr‘l L m ce in racpnncn to IN I L1113 or 25 d a_l_l_en_g_e

N= 5/ group; val ues shown are (averageSD) Tabl e 4:
Anal ysis IL-5, 1L-13, eotaxin, MCP-1, IL-9, IL-10,
IL-25 infiiced NAS p@d@btibnwagﬁmbm@omﬁnﬂu 7REBVIRES amuchntiIL-25-1819. These

data prémgwenstsémaﬁ@ 1t7RB||§\hécless%§l 6 akk S3eaNT irfsplenB&gesl F om

I ndi vi dual’ "m ce; val ues shown are gene eXpression
relative to HPRT (2E-DCt) (ave.SD) For |ung
hi st opat hol ogy experinents, m ce were euthani zed by
Exampl€82 asphyxi ati on. Lungs were harvested, fixed in 10%
neutral buffered formalin (NBF), processed, sectioned
This example chirzotesigesaling abitity iohvadovs any- ”hé?&‘f@)&%qﬁ?ﬁ tarinhiki&8illr25 response
in vitro. (Shi@ﬁ)ceﬂ)éuslﬁ@rﬁshdhd |o€scr%hb3yt§3\1?éré brebEBSButsstantidlly as described above for

T I TN T A e

cells/wedl wéth ¢helfellowingreonditiingzi ng the ti ssues sections is shown
bel ow for four different categories. The average total
Medium @Y ammati on score for each group is reported in Table

Hi t | ogi cal analysis of lung tissue
10 ng/"ﬁﬁ?lf"ag‘gﬁsﬁn g Eobl et cell hyperplasia in IL-17RB KO

10 nginf ke ¥ GEnGAT m 9Bt BATR PRy P Ba (v = 4
10 ng/miLMTL-23 + Elther 1600, 400 11611.661 d.1 RYRERE ASILAY 7QAQné?1oglona1a§{|deles

Peri bronchi al inflammation O. 0.50 1.6
Three sEifapate biofppieatsampias (badh sdinple bndistirg dﬂs;ﬂ’eﬂoﬁweafrgm two mice, were tested

for eacrgc%éhl}{%s %H%d r%é \iérg i}ﬁgﬁ%&} fo?‘?é)hogjrssact grea]hrdgl 02 (?9 ! %Jdvh%ég@?e
supernaiaity weig Perveitessand asraysd &ar di- ﬁyor@emraﬁ@?srﬁm ELISA A panel of elght

different rat anti-mouse IL-17RA monoclonal antibodies was tested. None of these significantly
inhibited IL-25-induced secretion of IL-5 by mouse splenocytes.

In addition to these rat anti-mouse antibodies, one mouse anti-mouse IL-17RA monoclonal antibody,
M751, was evaluated twice in this splenocyte assay. M751 inhibited IL-25-induced secretion of IL-5
by mouse splenocytes. The calculated IC50 for anti-mIL-17RA M751 in 2 separate splenocyte
experiments is shown below in Table 17. Anti-IL-17RA-M751 was therefore the best anti-IL-17RA
inhibitor of IL-25 induced IL-5 production in this splenocyte assay, but it was not as potent an inhibitor
compared with anti-IL-17RB-M735 (Table 15).

Table 17: IC50 values of anti-IL-17RA-M751

Antibody description IC50

mAb M751, expt 1 4.03 ng/mL
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1 = mnimal, goblet cell hyperplasia in |arge
bronchioles 2 = mld, goblet cell hyperplasia in |arge
wapaonsdram bronchi ol es 3 = noderate, gobl et ceCT/US2009/001085
hyperplasia in Iarge, medi um and sone snal |
bronchi ol es =Warked;,—gobte{—Ttetrt—typerpl asia in all
ai rways Peri brBAeNial. ekpif2 ammhR78AYOL= nofnal 1 =
m ni mal eosi nophi I/ macrophage/ IT'ynphocyte cuffs
(di scontinuous to single layer), no edema 2 = mld
%SI nophi | / macr ophage/ | ynphocyte cuffs (2-5 cells);
f°ni mal edema, fi bropl asia 3 = noderate

This exgrgaé et dﬁ'ﬁ%@% (i)rﬁ'g@g)ﬁ/ olf XW%(}X%{J%n@lF:f g/ﬁﬁ a0 arﬁfsbéysgg;ainst IL-

resent
17RA, MEX; Wb'ﬁwnh'}’mi’dk 85 RetyBy !"Wﬂh%%'@a%a\f ¢d§5<(f ihedprevpysy)..BALB/c mice
were gnmrmme eéenwaltaménf(nnbmmbras | BuPrenetmguse unwaAmg@n <TO; 10pg/mL)

lntranasr%a% ﬁ%er Hamﬁg@m ?1 @R ?Leyoglg‘ﬁ g‘qﬁk@j mt@nasal mFtélatlon of the

MSA orflIgg@|mlg@\(gqmm@tqdorﬁra@entoneally with elther 200 micrograms of a neutrahzmg anti-IL-
17RA amammgye%/nem.mﬁ@aml mhea%mwmu\hﬁ/om's&ype control antibody

murine R0 Kiggerts O Pk ey e A A BRLRIaRE 1upo tssyg ergharveste

and anaiyzed a$ desatibeglqpravinublgt Resulte bf two separate experiments are shown in Tables 18 -
21 beloWBCI ophages/ neut r ophi | s/ eosi nophi | s/ MNGCs Pul nonary
perivasculitis/vasculitis O = normal 1 = m ni mal
eosi nophi I /1 ynphocyt e/ macr ophage cuffs (di sconti nuous
to single layer), no intimal infiltration/hyperplasia
Table 12 Anatysiscof BASF nalplarity/ ILAIpAtbic B ebneotratiphand At Bicfraicd Pedbed with IN
11-25 n3fd frSdencd 6 Q%Ee&e%k BBMifq dfibddyab [ nfiltration and

yper pl asi a

mouse l#ogﬁﬁd\ﬂ)ﬁﬁ /E’Spﬁ‘ﬁﬁ?jﬁﬂt e/ macr ophage cuffs (5-10 cells);

focall xten ve 1 ni edsi nophi nfiTtlration pnd
endot iLé ﬁ (81 as ?\’nﬁl\?ﬁt h WERMNGMECE- = rjrg'gr;ked [RE
Treadroenitn g ity / I ymﬂﬂscyt ephitscr opmgae cuf blsag(eslc (p@nL3) | (pg/mL,)
watt—gf—vessetr—sonetines ef flaced—ang—WNGCsjprom et
Murige §er eé§4Q¢asc% itis plexomt (13900% | d| 1989+ C]7BL/ 6 m s,
MsA he ef figgdos of | ntranasgds admorgst r agiygan of| 1'L- 25
Hrcluded {1 —i-hrereased total BALE | eukocyta—nunbers,
M7sincl udivsgpoencr eased namipees |Af90BALF| egsdiosofghi | s,

Aeut rophides, [Ynphoc) 5§§|| Lan%ﬁgcroa?@é@e.s, afd 62

| ncreased BALIF | L-5 conceptratiors (Tables 1

m218Nd 3) 4afodk i|nCreasedbahpg NFRMNAL eve bﬁog; ljL-5, 1Ly13,
eot axi and [MCP-1 (Tables 2 and 4) ( 3)31gobl ef 62

el hnﬁ pI asia in Igf“&e and®3Redi un7%q5rvvays, and

murnd BEST 18840 3STHbA Y B350 "] 153002 "TBARR D681 V! NP7

Exampl

IL-25 37662 7571 32190 3564 14025 131 291
M751, 28800+ 0 14800+ 600+ 13400+ 31 62
IL-25 16832 12122 1342 5889

M210, 138900+ | 25200+ 52100+ 16100 45500+ 303+ 428+
IL-25 94677 15291 51674 8799 22453 64 112

N= 5; values shown are (average = SD)

Samples below the range of detection of the IL-5 ELISA were assigned the value of 31 pg/mL.
Samples below the range of detection of the IL-13 ELISA were assigned the value of 62 pg/mL.
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challenged mice in the absence or presence of a blocking antibody to
IL-17RB (M735) or a blocking antibody to IL-25 (M819)

Table 26: Analysis of BALF cellularity, IL-5 concentrations, and IL-13 concentrations from IN IL-25
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phils

Eosino-
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Macro-
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IL-5
(pg/mL)

IL-13
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Table 28: AHR values from IN IL-25 challenged mice in the absence or presence of a blocking
antibody to anti-IL-17RB (M735) or a blocking antibody to IL-25 (M819)

Treatment PC200, MCh, mg/mL

PBS 42113

muFc, IL-25 | 0.510.8

M735, IL-25 | 19.716.2

rgG, IL-25 | 6.114.3
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I L-25 activity |r|gGam-25n Vi ws&ﬂzl oassay (ldescri bed
above). BALB/ c HA-ce—were—gi-ven—PBS—oer—+rause | L-25
intranasal ly, am19ni-estediasximaperitoneal ly with 250
m crogranms of erther—a—+feut+al-t+zing—rouse anti - nouse
IL-1 7RB anti body (M/35), a neutralizing rat
anti-nmouse |L-25 anti bod , an irrel evant
These regyfis ingicatatfiat Ke?9 '@@asﬁﬁt‘\ﬁéo\wc”( ran be magansied by aptirfl- H&B or
anti-IL-2#5¢ protein (muFc; Angen), or whole rat 1gG (Pierce,
Rockford IL). On Day 5 , bronchoal veol ar | avage fluid
(BALF) was harvested and anal yzed as descri bed
previously. Separate repeat experinents were
Examplgyd® f ormed; in the second, BALF IL-5 and IL-1 3 protein
i e G Ao b B L e SR T o SR W etmen
with an grdibbdyl against/|-1F RB fVEn.carantidy egesnst Hazb (M819)3or an antibody against
IL- 17RAC(W§¢)nF3AI?é/b (B178Y vieﬂré’{ﬁ'ﬂlén"l‘>éé—or?r|5ou‘§£‘11I ifﬁﬂt%@sﬁ‘y Ca%d'u‘i]eété’be

ce or presence of | ock I nNg anti b RB
nraperf oD Sy e i 203 ARSI 047 "SGR G Braled 7 REa el 5,200
microgréinsawbfiesiestralizinBAht=ILeas dntibaty i(M§19),1200 ammogremmbfaamewa&;ngamdu-

17RA aAt{go&ys(bs 3 g RCSEY %%Fd & EQ@tFa'\E H’ar%qumaérJtlg&%ZQZ %)Cc?r ahMotype

e or esence 0 ocki n
control gntibady RBb?tW'B'!}')ascﬁes‘H'bm’ BEKPYRY- ARe F"t?@d‘g?’et %}ltframlzzs 0(' 982[9)” the
study b)J\GO§aspHW|aﬂ|f6|$ B%?I@:Weﬁrrﬁr\(eaﬂé@ rflﬁ&ﬁ proSEl)sea' alattned stained and
ce a conegnt r at
evaluatdd 8 A3 bl A SR L I b Blerippa R AR TG BT ke 2%
t he absence or presence of a blocking antibody to
IL-17RB (Mr35) or a blocking antibody to IL-25

Table 3c§ hﬁ.&tebobleananalyyabma@ thEL@!iﬁﬂa&fn%tlér@Hrﬁf@ﬂ%t cetliypdrsiasipl e 9

s.th al rway
i mice FfHEnGBA BRI 26lB BT it odkel W a2y
anti-IL-25, anti-IL-17RB or control
IL-25 + IL-25+ | IL-25+ IL-25 + IL-25+ | MSA +
M751 M210 M819 M735 muFc muFc
Goblet cell hyperplasia 0 2.011 0 0.210.4 | 2.0t1.4 | 0.0
Peribronchial inflammation 0 1.0£1.0 |0 0.0 1.8¢04 ] 0.0
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effects thereon of an anti body agai nst
an anti body agai nst

or

| L-25 (MB19).

| L-17
A serie

RB ( M/35)
s of

wezpensaent s were performed substantially as pP@VUmﬂsﬂb/wloss
descri bed; AHR was msasured noni nva5| vely in

bU1IDbI UuS, Htres Ial IICU III LT V. lII d VWhUI T U U_y
Brorphenmy@nmgr aph. ReS#.7s| bBxQ4r pbOsehartd#d X Fedionentisd+0.5
PIare StowT T tabfes 27 1 29 bef ow. Tabte 277 AFR

UWaQes fromIN IL525 chaﬁ'k) ged, g e 'd7811t0hz{3 ag%%qcespoio_s
periysesieseRc@itis a bl pcki ng pntibody to anti-1L-

N=—b5+—valbves—shetwr—are—{averag SBy—Fabte—28—AHR
Totat&tares from I N | L1280.Thpb.Benged1.a'ce |i N4l a?b&;temce 108+0.8

ptesence of —&a biubking anttbody—to—anti=tHt=17RB \WI35)

N=5/grayp; Avetsige skirecepartedd#SOdy to | L-25 (MB19) MB19, |L-25

18.42. 8 N=

5;

val ues shown are

Tabl e 29:

aver a SD)
Mice chajqraedaithls-2p apsireated witothe jsqiype ewébh%%&‘é“?% Pfofeind lesions and an
averagefdIs Rl 2.6 2. Pras@ice Halléngel @itk MS@ zan tredtedlwith the isotype control,

which h %ﬁ

essentlaﬂHRo

P

7s§§e (JW § )0 E'rré trpén?g

ese resu tS In

|cat

Hw ngf'f}f{rl %ggé(dﬁ{c au!nét |L257A had

ethefppimonany dasions aprisdicptad BYthp pveiAdq SCPLG-OI?{QB b#. In

contras@ édtmbts &ith e@éﬁﬁﬁli—lﬁ-ﬁﬁARUoﬁa X agp), %nﬂﬂﬂ.%&l (d@ﬁe 1 4t 1 1) or anti-IL-
Vi
SRR 2 hafp EERDPRIS R LR el &

17R8 (p 1] oREETE

backgrduhd, jsums(mw)blocme@ﬁtuMym@ganengftthq proteips (rwglygy in therreceptor

comple@\Wen@@Euﬂ%@ﬁe&@@@r%eﬂté—.' 17RA (Mr51).
r mouse |L-25 intranasally,

gl ven PB

o

intraperitoneally with either

neutralizing anti-IL-17RB anti body (M/35),

and i
200 m crograns

BALB/c m ce were

nj ect ed
of a

200

m crogranms of a neutralizing anti-IL-25 anti body

(MB19),

anti body (M751),

Examplgm
This ex%&%dé}?ﬁ%n@}r%ﬁé

Qrf‘@és%&‘

200 mcrogranms of a neutralizing anti-IL- 17RA

200 mcrogranms of a neutralizing

i-1L17A anti body (M10),
I body substantially as described previously. The

gﬁﬁgggﬁéraégﬁ%gﬂﬁgﬁqﬂﬂ?

or an isotype control

/Q ¥e r%%f

processe

immunapeseipliasiveawasperiones using fea utiaeRlilar domainss himeRIL-ARA and human
IL- 17R§M§EH&6 Yhe®c r&é’l@h SinsinaR A W00y stefBUMInRe PO, Mm\dﬂolal’bolyhlstldme

tag (AmBET Fiey RistE of Phorelhaliry fas by PEESRnp P b Seadnd wiy
phosphatg bnﬁ%@ i (PESY@dd incutratad\vith 2 pBrogefiiLt 17 RAtFs@r - tARB.Fc protein

for one %Ur lat 4° b w'}rtﬂ %atn&n talt thelend &fthis elibatibh,-23Ricro

ont r o}

receptoE;iz{aqe‘né|neg éb—1

Hs o'f EE%ZR%réérsoluble

1R pes ST L7i28B s ShT LR ot ppgec o 1

17RA:Fclovesradtedand thik énarosrhbipatioh eas thelibegadanernighttat 47C aitterotegien.
score of 7.6 2.2 versus mce challenged with MSA and

The next mepingdtheitubles waee qegpfugpdalc@iop srm forfimititey gad Hie PaRIRIP Sgeads

were wash&d WittobBd. tfen KIPR Buffér@sipmaMdrieh, sti L‘é@ns\Md)hTﬁUbe@Bé wéredy

ol SR

beta-meagcaptoethaBol (Invitrogen, Carisbad, CA) and stored on ice or at -20°C. Samples were

|aII

o

b lohrg o i 0%

analyzed on a 4-20% Tris-Glycine 10 well mini acrylamide gel (Novex ®-Invitrogen, Carisbad CA) and

transferred to nitrocellulose membrane (Invitrogen, Carlsbad CA). Membranes were blocked using

Odyssey® Blocking Buffer, a Western Blot blocking buffer optimized for infrared assays (Li-cor®

Biosciences, Lincoln, NE) either at room temperature for 1 hour or overnight at 4°C with gentle

rocking. Membranes were then incubated with primary antibodies diluted 1:1000 to 1:5000 in

Odyssey® Blocking Buffer containing 0.1% Tween-20 for 60 minutes at 4°C with gentle shaking. The

membranes were washed 4 times in PBS + 0.1% Tween-20, and then incubated in secondary
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contrast, treatnments with either anti-IL-1 7RA (score

1.0 0.7), anti-IL-25 (score 1.4 1.1) or anti-IL-
walrBigecore 1.8 1.5) were all effective at iPti/bs10091¢p1085

| L- 25-i nduced inflammtion to the | evel of background,

antlbod%&%%%sltimotlmﬁﬁ sgé)}@céﬁ?%ﬁ\g ufférltogtgmﬁ’\g OeI"’} Jf\ﬁéen%b%rqilzo rf\ F@(es at

NS 1 Nvo | ex were equa
4°C withegendle shaking Thedperemangs V‘Ef@a\fﬂﬁhéd 4 imehind BScaPrpted ween 20 and the

protelnsj@é’f@ﬂl&lidl@éoﬁ&m@% LRGSO skEY® IARAraE Pilging s§stéA Tnedollowing antibodies
clr 17RB. A series of imunoprecipitations was
were use
perfornmed using the extracel lul ar domai ns of human
nd human | L- the Fc region of
pr.mhh AhfiB¥di % é@%a&ﬁ%ﬁﬁb&%s

uman | (R&D Syste eapolis, MN) or to a
GoalArtisHii - $1Rﬂéfﬂ.(atytpaﬂ‘|e6 e® éﬁof:WDdSer.y anti-Gdat Rt ), G

[ urry. was d to an pendor f t washe
poySenaL PG B AP el ol SopRed (LEHB RS ek,
MinngapaliogMf | L- 17RA. Fc OE; IRDye®mRErared ¢yestU§080373P%0ne

hour at 4C with rotation. At the end of this
Goa} Atichtlerd TREhaffinity puefied g r Atiss T2 Manecienshdaibogy Eause| e
polyEIe R aitiB6dyIRADESyBtefn, € monbdlonal RibblSIdE& pdirdee dgdinst the

Mlnnea%o:lf7 e)FCaand I L- 17R§I a?o:ﬁﬁen ?%&aé\% IE}VID é%at eEC)

nd this final I'na I'nc
over ni ght at 4C with rnest.8ap®iegoT®®) next norning, the
ubes were centrifuged at 12,000 rpmfor 1 minute, and
G°at’H1:§"'k5Lr Of R AfedyPuEfd wer e washed with PBS, then RIPA
poly&orfal ertiboi (B8B-Shbtemsch, St. Louis MO . The beads were
. ded in 60 mcroL of 2x Tris-Adycine SDS sanpl e
Mmr[?gﬁﬁﬂ\ﬁ I nvitrogen, Carlsbad CA) with 10%

Alexh EluerdddogaRbesithanol (I nvitrogen, Carlsbad, CA) and
ice or at -200C. Sanples were anal yzed on a

M°”ie'§§°fgﬂ)qgw'@ 9% ne 10 well nini acryl anmide gel (Novex
Carlgbayi - Cl:AI\AIetxaGgJereBOCarl sbad CA) and transferred to

Bemg”g&ggljpﬁgtg&%nmnbr ane (lnvitrogen, Carlsbad CA).
Menbr anes were bl ocked using Qdyssey(r) Bl ocking

Cyt°BhLﬁ”f‘ @? 160-(PRP3N Bl ot bl ocki ng buffer optinized for

i nfrared assays (Li-cor(r) Biosciences, Lincoln, NE)
either at roomtenperature for 1 hour or overni ght at

A represAéQl%qlw bibt i 98 Wn&n Ei ggrg N Q)vgll\{ﬁgp&%be& séer & e&ﬂb‘ﬁﬂmeht@ Gy qt#?@‘#c was

rimary anti i es ut ed 1000 t
able to (RSERTF PRI JERAS BRI PRTINE SISREN LTI WRs 249 able o
immundpeacipfidle M- TARCSISISadendtstrating thee thid @stﬁh&hn reprodlibebiochemical

lnteractigﬁéTP{bﬁ&%sprwg Egth?ﬁ%bg geé‘h Jérrﬂ%&rét& t?e?c? in thﬁ(g%sTé/?ﬁdseﬁ’ o?(b et al, Jl,

secondaaryan
2006, 177: 86) M@t k- 12845 897k 7RB &€ Nflef?gabtﬁ}f’f"é’i“u'@@fﬂc@ltﬁ? Ho' RDLgtS
(R&D SYN&HRd) MithebSdlis AIN)TE ik &g #at HeWL-WRAageIt7RE ﬁ?e’iktbt"ﬁ@ is unique to

these p*v%ngﬁn%otdﬂgr?%rﬁ Iga‘lgﬁefgm%rp%m%elrsé ua |'szq§?j?—rsp descrlptlon ofa
biochenti¢al Dtargatipn iyeerd(17RARNd Hat7&8. i magi ng system The
foll owi ng anti bodi es were used: Primary Antibodi es:
Secondary anti bodi es: Goat Anti-hlL-17RA affinity
Exanipld 12d | RDye(r) 800CW Donkey anti-Goat 1gG (H + L),

rﬁdd@éﬁf@rg ongI& n%%‘ZX n{oﬁg‘gl) n%yg‘rh ﬁ@&ieﬁd‘ﬂe&@b Xgﬁ?ﬂ? RUIWL-IQ“%RA was

scCl ences,
carried pymsiag Apgenixf(pewy é@gm@gmo@%b&em@gyse technology (United States Patent
Nos. 6,114,598; 6,162,963; 6,833,268; 7,049,426; 7,064,244, which are incorporated herein by

reference in their entirety; Green et al, 1994, Nature Genetics 7:13-21; Mendez et al., 1997, Nature
Genetics 15:146-156; Green and Jakobovitis, 1998, J. Ex. Med. 188:483-495)), as described in USSN
11/906,094 (incorporated by reference herein) As described therein, fully human anti-IL-17RA
antibodies were screened for their ability to inhibit human IL-17A binding to human IL-17RA (and to
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Goat Anti-hlL-17RB affinity purified H's Tag(r)

Monocl

onal

wWEYEPasN®76 nonocl onal

the M

cynomoﬁﬂ? ﬂJm

showed%%@slgr)%)of ﬁ{/Eo Ve‘I'SIOaﬁS of &hg v]a_’jla‘% egié

nneapolis

ty

Ant i body (nouse pol ycl onal

ant i body

(R&D

anti body (1gGl) directed BOHUSENI/001085

MN) Hi s*Tag sequence;

A§ A IPIQ%I 883?@\%0%5%’1 e%ed

cl onal ant

Novagen,

EMD

g@@éel@ﬂ%g flgm Hﬁér%%agatlon and

ana'ys'mf\?r?@awq'%seqWewfé&eav%ﬂ?% Pe3vy aB%bEhRﬂl?dﬂsta’%\ﬂ"th“ "MHG §gquence
listing, dng@ té&r&kx)m:ﬁédegttm@gﬂaus deqlidnsbaid shéwk befdve XBndntibsdy38454.1,

ptecrﬁglglt ochem 51, 1699-712

I'S shown in Figure 2.

Over the cours@%“séﬂé\%"y‘é)ﬁ@é‘lhplhéﬁﬁént'tl’cﬁﬂef?RB Fc was
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‘a?r?ﬂﬂbc di essﬁ\ﬁép N@eWt
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I_ J.ll
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ullb

I ect @@Qf'QrNQﬂﬁl
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prepagat ' 09E@”{§| Nanal

ysi sam,ievan no @Ebdowwnces A 19 VI

i ”al}él’ cle Imﬁég;'ﬁh'o 2é’n'd a @E?%V%ummr SEQR Ni8s ar |l g’ﬁ\étzo M

3gsspieTices BEQSNGRIDE! owaMDeVRNL | bodEq B.NG47 L,  AM21VI

s 30eis] T RSN 2 [ YRS Uh [ TR BNGA T T W2 v
3.454.1 SEQ ID NO:23 AMy23 Vh SEQ ID NO:49 AM 23 VIv 1
SEQ ID NO:50 AM23 VIv 2

3.454.1.1 SEQ ID NO:24 AM,;24 Vh SEQ ID NO:51 AM_ 24 VI

3.891.1 SEQ ID NO:25 AM,25 Vh SEQ ID NO:52 AM_ 25 VI

2.23.1 SEQ ID NO:26 AM,26 Vh SEQ ID NO:53 AM_26 VI

The antibodies were further characterized with respect to their ability to inhibit IL-17A and/or IL-

17F biological activity, and which domains of IL-17RA were important for antibody binding.

IL-17A/L-17F-induced cytokine/chemokine secretion assay
This assays utilizes a human foreskin fibroblast (HFF) cell line. Anti-IL-17RA antibodies are

incubated with HFF cells (5000 cells/well in 96 well plate) for 30 minutes at 36° C; the cultures are

65




10

15

20

25

30

35

40

Tabl e 31: Sunmary of Anti-hulL-17A Anti bodi es The
anti bodies were further characterized with respect to

WO b@on3@bé | ity to inhibit I1L-17A and/or |L- 17FCT/US2009/001085
bi ol ogi cal activity, and which domains of |L-17RA were

then sti%%@ib@eﬁrﬁ' 'I-LWth aifer ROAA Bin ?ﬁ“l)r%nelolrr HﬁW(bd—né‘/%ﬁah@‘ﬁHﬁ Sfbha (5

I ne secret
ng/ml). Ftbrqq'afbeﬂtareﬁumwtm eretenﬁ'mdw(%l%\sfpr tt‘T—IFfFf"-fl‘Eé of eifhere-6 or
GRO-alptid. iThe bntibBEiés aertel dbiecto @hiba B didloyralmtivg oNLHITAIKIRE otietl7B as shown

by a recﬁa;gk%%qn g lnﬁ(n HL éaﬂmd%ﬁeﬁ@ d r{%:p%xﬁ%?% ﬁrtm?st gj nutes at

tures arethen overanht W th
e'ton 5 ng/m) alone or IL-17F (20 ng/ M) and

CrEQEcoa{dah@n (sRidRgMate) perfEinkgdthasﬂmquIwRe bﬁntﬂag bﬁh’i&cﬁéﬂsﬁcs of

cotan G Eedf b B b LS 865 0 (LPSSRI6D S peSiiffeb i
method lde@lrlbfgi lyalia, ataliwastugedsee Uia6et Al ahdnr@wn Meth), 2804 288 AbAR).

employiRY th@icgﬂh‘)@Woﬁ(@tahGh 54&%0%5 @lo@id Hbrc@le@rml() Ods vidnt@s AddgBats from

Luminef HeR TSt S R BB PR e BBl Agtoodies
were tedtéd ih pRAvike cmhhrr@tumisanf et antibsliescgosefcompatédwvith each othed itheg were

groupeoaocr gﬁ%ﬁ‘ fog%ﬁ%r' Gehsaly nsééﬁl@%gﬂ%ﬁ&eﬁa%ﬂéé ioQﬁHe'ré?n‘P blﬁé bih& Gifferent

parts °f\}$a§73fs%‘tﬂ' a@gt@éilleg glasr}gr@p tgythe saryg %?\E?I)rﬂlﬁd smg?rrparts Qfdb 47RA
EvaR8tichlof 8i8htralif infifaritd) eluRiwechitheras Wor kst at i on and

St:ﬁéfést OO@LFE gor(dﬁcl:t Bfoddéoé—ﬁ [n& 8% thg@nﬁlggﬁ ﬁﬁ anéﬁ #'ﬁéﬁﬁaf%%rm of
human gndipdies) b@nnéé@h@mmlé 1@8 eqsmglaww@m Fwaimeriapimangaeuss IL-17RA.

This me¥dt %k@@ﬁd\%ﬂtab@oﬂﬁé M- &@ss&@é’dﬂhﬁﬂﬁ theN&rious fiL-1 7 antibodies with

l1es Craoss-co W
mouse ngghg goroerach Bhlrﬁnﬁrgdon 06(5\%(% fedions @Hg\ragﬁ.l Wépeé(gﬁceﬁalar Jomam is/are
replacechwith the dereaspersigniggegion(s)f ohofifedk diiRA Rixsingié-regioniand 8 devhle-region
chimeral YeteScoRftructen: maﬁplé&n&lla@&& ) lh@%l@ﬁl@* dRadtatioh érlal%oﬁ\ﬂé@ (BioRad,

vercuoh gl har PRSIt BT R et i e P epb e g

exemplarp hatoart I6d 7RA nofds diffiefential hinding ta dhémerig versuswildrtyde/IRA 7RA proteins

Ev%maf?tg\ocﬁiN%Et%ah,(_l.hé!DEtQﬁmFlé?ﬁsmA%lmWé%ﬂm#'t' bodi es) bound to
usi n i ¢ human/ nouse

FurthersiyQies Wer @”ﬁ%?t%‘tf"tgaﬁx’é@bﬁﬂ?/fé?ﬂt%ﬂﬁ 4- U}‘R'At Heeld Ra g ginine
substituticd3 Gt saleéct ymind atib eesidaes oftmmiah ILLTARA. atrginibe edaasingistdn art-recognized

method 'gpéb?aﬁa{ rI}; %@antlggcf |ese6"tc h ?Hﬁqgﬁsa bind tHar [het Water egéquﬁeﬁfnpne

racel offal n |s are rep

Naneviagj T.rethel 98k §'§’b§h%mn§7q g L1167 andAveaick. |£\a B 20€§, . Biol.
Chem., 8812, 646200@73. AR @er?eradotbl@ b@jnirRGsideBhairis m.ta/ely\mé@ed and relatively

bulky as\%%nm%g{ §?‘? gtﬁer a nos%é)c{ PP ghn lg\?l %ﬂgat ant_%o%g% gmg o& elg{%)é gf the antigen
where tlpﬁemﬁtemormmtr@dueed ehrainine smmsaﬂ 3 pethed thet QﬂtQﬁnﬁ‘&P\ifg regidue is part of

a neutré’]ﬂ@&btérhﬂrﬂaﬁ%dkb‘{ aﬁ@ﬁlo}%' Nﬂe@ﬁ@é’@r‘nﬂb ¥cilld B Rbltéd throBgnout the
|ffe[,)'_ﬁnt|al bi nd c_versu
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Example14

This example describes a mouse mode! of asthma. Mice (for example, BALB/c) are sensitized *
with antigen (for example, ovalbumin [OVA]) by intraperitoneal injection of the antigen in alum or
another adjuvant. Several sensitization schemes are known in the art; one scheme is to inject 10
micrograms of OVA in alum three times at one week intervals (i.e., on day —-21, day —14 and day -7).
The mice are then challenged with antigen either by aerosol exposure (5% OVA) or intranasal
administration (0.1 mg OVA). The challenge schedule may be selected from among shorter terms
(i.e., daily challenge on days 1, 2 and 3) or longer terms (i.e., weekly challenge for two to three
weeks). The endpoints that are measured can include AHR, BAL fiuid cell number and composition,
in vitro draining lung lymph node cytokine levels, serum IgE levels, and histopathologic evaluation of
lung tissue. Other animal models of asthma are known, and include the use of other animals (for
example, C57BL/6 mice), sensitization schemes (for example, intranasal inoculation, use of other
adjuvants or no adjuvants, etc.) and/or antigens (including peptides such as those derived from OVA
or other proteinaceous antigens, cockroach extracts, ragweed extracts or other extracts such as those

69



10

15

20

25

30

35

40

45

Goup 8, 500 mcrograns anti-mL-25 MB19, IP, n=10
Goup 9, 500 mcrograns anti-mL-17 mAb M210, I P, n=10
w@@an3ekde 500 microgranms anti-m L-17F mAb MBSBCT/UF2009/001085
n=10 Neutralizing antibodies to IL-17RB, |L-17RA, or
used mld'ese%éltlgﬁt)n Fls%‘mén@ ét(lr)t' lﬁéeﬁ@&?%tlfdﬂ%s't@m‘% 79@“@_9! 7QEfA1L 17 and IL-

results are shown in Figures 1-3
25 We“’n%"é‘waf?ér"bt@ﬁtm‘@ﬁhlﬂﬁ%g 9 RURSENIMIGEAs ShPWLPIY - basel i ne | s

Féreqie BAERIC fride vastes imntunézat rRevith QA ipdiikm bin dagsEX et4 aveint add were
expose& deam'%eﬁ? ﬁhla@ngmgh B)ORI%LIB§§ BR B%! sY& %ée \M@%x E%éﬁ W glﬁih antibody

escr ous
the davm@reﬁ@w\ eeroecfl chaligpger{domisin r£<8@nmﬁﬁ\ts\/0a@de2>< B 'é’glﬁ@@nhb&dv Hie day of
the firstiBVACEésRYEhaltdhgB @cﬁyIﬂﬂS(PEthe%@héﬂtb O¥AlchalleRge in Experiment 3, or were

lnjectecﬁE L?I 9a+r{ at rre ex}, IpES|{£el'lctor llloﬁlgﬁc%lpﬁar}% qug%ess'ahﬁe (SBSJ a
negativkipitiol 39 ewp@s@efore)eavmaer@h@llekmg@ te ONVpddayd 1vid) frHExpRtrBents 1 and 3.
An agelrﬁaﬁ’@lteg OWA bRy Yrovpitslittiuddl tdr Radb&Bor. FAi ‘Hyé’&responsnveness

o BV SR on G5 SR Bl BB At

72 hounsmitéraim fireal OYA clailiendecinddeming 8AL Puiesisainieg @ngllymph nodes, and lungs
&gd‘l% %%Ws t system were
were e recor E yét Q\éggeﬁaﬁf%%én%kpgnﬁ%rgﬁ?% é;lét?%ﬁﬁéeand
respiratory systemresistance (R=cmH20/ni) was
Expgrivantatcoataingd thetfeliowipatnieatmeat O¥RS: t he singl e
cQnpard: s, pAReEhot GhallbhdmAsNinefg Ory system where Ptr
=RV Gréuyite, E@s(@t,ﬁ 1@ tracheal pressure, V =
vael ungrddp® 1 mg/kg BExpPt ame=pr essur e/ vol une, V =
vel umsrodpl, s00mzeigranes Miges satype corior AW, hesd st ance (R)
area @nelgrs, 60Emiztogrens Ahtid)-17RB MaBEmhntiech1g t aki ng t he
sum ofGralp 6, BOOmiEsigraemsaahinseric @nti-edic 17 RromAe M76 (Vo1 10 f
net hachalp 1600 micrageants midgSeonttahathar=idrent 2,
t mreat 1@oup SpM50hmzrageams atiind L-26 M8ne.idodyi0t o | L- 17RA
r educ &doyp A, Aehaictograsss antiamb-d 7 imAbr\2I8oiNs &= 100 '
met hachol i ne chal | enge conpared with control anti body
EfgefimbAQ doh@med Eiegeglrowm@at)eatrﬂent drs@er i ment 3, treat nment

W th utr I|Z|ng ﬂtllf esto L17RB | L- 17RA, or
e zsgavpgcg{) med ol halerosdimiGe g st ancs

e B L

anti bodi es on BALF cel I nurrber and conposi tion vvere
Expespentet copiginge ihe followingtrgatyieat a¢RAn in Figures 5 - 7.

I R eXsbigTe briméd nbt@HbileAbdmidg, A i bodies to |L-17RB,

| - 17 RéYou®?, ABS; Bon1g not to I L-17A significantly

r aduc aestoliPs, A ,ﬁg)kgabe)l mlkenyt es (Figure 5a), eosinophils

( B gur@roopl, 50aRikrbgrspdimmE 1asotydei cghtrat alndp, rieoopar ed wit h

t he appoaps,isa0 emicaramoantalni7RB 736 redt iPett® in this

npuse Godp 6500 micrograles chilenict angitmiizi1 ARA abiMYGd) 18sn+10

| le- 17 RBoay 7,500 infdRAgréras g red19Q eonkrbl-aby/IR, s¥1§ni fi cant |y

r educ e8ro@)\8. 500 oticibgraresiantioph25ME18i Iune105¢c) . The

neut r gbroun P08 Midregsalys amdi-miL-173nAeM2 e (P. BAIG- t ot al

neut r dpRER 10, 50 micraasamgeantirat-14F mAbMESANP. 1Hilgur e 5c¢).

In experinent 2, neutralizing antibodies to IL-25,
Nédxrallﬂrl@Panuadswbsl tb tLL17RBAILST TRA, bit IC @8 buynot AUa @A rddbtdd AHR @la mouse

OVA aﬁth%]ak ﬁgyetl (?g'su { %rgl%&vnqg)F gu?e%sll 4 Oﬁlgé J'ng?r#):é[ % Ut &aﬁ? @R&I relative to

cytes npar e
baseling @ﬁ?mﬁ‘?d mﬁ?a%\d@;tmqnégrpmﬁEsfrqnhEmn@emfd d§'§Uf@\7 Aaf%h ma

hyperredpsheivencEb @8€ maadurdioslb&antially as described previously in Example 7. The degree
of bronchoconstriction was expressed as the percentage change in PENH relative to the baseline.

70



10

15

20

25

30

35

40

did not have a significant effect on total BALF

neutrophil (Figure 6¢) or macrophage (Figure 6e)
wombas®76 | n experinent 3, neutralizing anti boPCEES1009/001085

IL-17RB, IL-17RA, or IL-25 but not to IL-17A or |L-

Treatmélnz &ntﬁ' h&ﬂq&l 'i B&’d:és‘i‘ﬂ H'.Cﬁ‘a{ BIIIX.‘LF?R‘AO 2!3 %kﬁ’tﬁ% £ 7A reduced AHR

eoslI no gure y
in respO(npe? qugﬁ cpwpgre%%@lcgygatggw %H@ntrol antlbodles (anure 3).

Pieditaral registageeartRi) bdirespobse Itd - ri]itl%holirie tR&Mnge rwdsL nfasured in

Experm}%lﬁ s i]&td 3t ﬁ nllé(tﬁgr? éllg(/efltga e:!!7r’1: %&,‘3 aﬁé%{ r&ug%asurgments over time

r ophi
in the [eEplrLag)rhﬁﬁtg'@d@/@g recoades By Q’m §m@|am|m@lf yengigtor, and respiratory system
resustanB@ %Rioﬂm@!nﬁlg v@@tcbb@ﬁltb@fby tifind teldaBRoQke $ihgld ébrApdAientiBbdel of the

r F Jded ced ALF t . _
reSp'rat?rqcsrystﬁﬂ‘aHe%re P gﬁFFg 7§b i FI"onILfrfc pﬁ_SSLirgR? anel'p ﬁl)r/n e E=
elastan¢egdreasusé/gaiirhe, d/aﬁwolemeel?xt bmmer a1e$symgAlmyu resigtanos (Rparea under
the cur\}eL(“A]d B célétnalgm ta‘angltIHe' 25 oP i Rnrﬂéas‘h%rﬂelntsleAeéﬁh concentration of

ced BAL
metnachalic irioaih fhee- I8 ESIHET A FGUP il 3 B@iTnARibagY to IL-17RA
reducecawwincﬁlagunegstauce(IExqzseonsmmefBl)achoBmLéhalldng& 8ompared with control antibody
treated ﬁ\%‘iﬁg\gr@@aj Wéxp‘é’ﬁﬁ@n 30M@Jtméﬁi vﬁh‘ﬁ@utl;ar |§ﬁ§ ﬂlb%l&ﬂo IL- 1L 7!2285 IL-17RA,

i zin i es
or IL-25bit npbte 'éﬂéglr?q%%PW"VWPW B@&&"Fﬁ%f”e@acr}%%%?ﬂﬂ”?ﬂgﬁlfé”lpéred with
control antiboyereate@\ntite Gfgutel4bl.3 i nducti on overal |l conpared with

Tl%bi‘%?ﬁ‘ectklepz%n?gt}d ézél oﬁ%\gﬁé?@mggbei ledzco:;‘;ﬁ)%% %@9&? Elsés;ﬁg\m r?ed results
are shoywp Ingfagures § - fop et"éﬁf'mémlvAe'é}fa“W_g gnipodies tg H-1RR Hel %‘\E'F’L -25 but
not to |LLL7A55|gmr¢§:ﬂrytréoﬂke@an tatat IBbI&cﬂEQGF@u%) aspk iR BFhilETFRIre 5b), and

Iymphocdkjeg Lshgkjl\lgE)ség)s(foG}Paf tﬂi e}/plpro\;\)g?te g%nr%ral ?néléo \Xllt meggstlrgl g'»és mouse
OVA asthgramaglel. irutrBlizing a{nh@dteeép Wi 1ZBB(OFILGLTIRA botiot tawthi 174 significantly
reducedBMET tbﬁﬁ%tr&ptﬁlb@u@&t $c) I the heBRaliziAG bAtibbdy t 11RAS redliééd BALF total

roups were all significantly

"e“"°pﬁg&’tfl:‘gl§ v(aﬁ.%ﬁ*?@'f%e@ (Swﬁ?é@ver BALF | L-5
in emmmenthneutra&zm@armbmlenu-mm 174RE, eudiiteld RAysignifiearttiyeaiuced
BALF to\f\él ienk&@eég @édré b&ge&%bme%s&ebs’) bhda %%B%cytgg(ﬁgz%d)@aﬂpared

rinent
With the BR/ERAAtE OB ZRHEACH SBREE I 1 . MoFRBOV P B TRANGdg} Thase sgtibodies
did not tave arsighifitant btfecl ditotal BAILF delitrpphilgFigare @c) winadcropadenFigare 6e)
oncentrations in this nouse OVA asthma nodel. In

perinment 1, neutralizing antibodies to |L-17RB,

In pﬁpe_[lmp‘t’ 3, geutalizingsantipediesdy %{—&PEQ s ERMPT |bg5 but not to IL-17A or IL-
17F s.gmﬁzjaﬁmtaaweu BGASF tdial teuRdtyles (Fgurg muébstrfosrarsmgm t7b), biltelymphocytes
(Figure ?(@u'g {h%l Ust g)l\/a\r:atskhg‘n(n)gﬁe{%c{ep I}lleLuggllszm Iag[bodleg?onﬁ. %RPhﬂuﬁﬁﬂ orIL-25

S er um
but not tao Get 11 F FedlsesRALE Goieknsitrohis @_wgﬁ To).chuit eny e BufyRB and IL-25

antibodie§h&td § rma}.t effet. ﬁé@@nz.rr@dm.bc?a.esn@ HL17RIB % iIN g7 0Bt hedb 8525, IL-

nr 37k o AR TnaimregssyForeuBh PR B R e e =

significapbeffecbl anti body treated group (Figure 10b). In

Né@fr@l?zf 'EA ﬁtSod%s t&ﬁtuﬁh@ llLﬁgle @rfiE b?%h?o?t& |Q 1|7A olllFiBF significantly

reauced ik (13 afr g BERBEUIOVS 0t P Py Eosb CBA e B{Erperiment

number

- 3). BALE trffagoecknivatidns weed Iowerppm@p tieatee witlo néutralizirgentibaiibs to IL-17RB, IL-

17RA, o?rLe’fgtﬁﬁi %rs%lﬁﬁéar{t En%cgg%rﬁgﬁb Egﬁlé'gb@gsa IB\%&%\/%I SFISH3 induction

romeach treat I ment
overall W@P&@thm FVV'CQWé’IbW in this mouse model (Figure 8b).
Neutralizing antibodies to IL-17RB, IL-17RA, or IL-25, but not to IL-17A or IL-17F, also reduced

BALF IL-5 concentrations in this mouse OVA asthma model, but in Experiment 1 only the anti-IL-25
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Lung tissue sections were stained wwth H&E or PAS, and
then scored by a pathol ogi st as descri bed previously
wo cr0oEs@npl e 1. Treatment with neutralizing anP@bus:0e%001085
to IL-17RB, IL-17RA, or IL-25 but not to IL-17A or
mAb tréaled%?c!r:lrjg%}ag @I&/'r i} Iomer&cirgﬁﬁeq w.mféomdt@narﬁsmy%atee mice

use (Frgure 11). These results

(Figure GBSy EXRSMEaS e PRI 91 274131 i e mlpreated groups
were aIM?g’iﬁﬁlparalWredubéd (Figbve avphimdvédyér, BALF BF d:onbéntr%ﬁon%ré\@drﬁﬂcantly

I Par t
T SR PR IRL B 3 g
(Figure @Bk ch i s regarded as a model of pul monary inflammation

s.ﬁmmi ﬁém&lr@lﬁhbcﬁi&s%tLWBi n-1TRABSL-25,IbuCkui td I8SIVA or IL-17F,

reducec} tSFa %erlb conc nl?ratlons |nLth|s moumo\pVRrastﬁ Imod%l I]n Lﬁ( Q?ﬁ‘]kw)enghd

i can deécrease Ianna
neutralﬂﬂhﬂj@\tlbw_esztg “ah'éRB ls 1A @p'ttcﬁﬁs!eflLLcequRBSQiWH |9'='LCODV¢M(ap¢Q§ybUt only

the groub tFedled with tHEi‘eru@&IIzlﬁg ah!’kfoh?fUT@-tz'S QRnifidhntiiedudBR USRS sEMfh IgE

concenf R RPTHRGAIYth i aRP 4P o RO Eaitpl ey TBeB e (Fiaure 10a).In
Experinentd Inestradizing artibpdies todlopli-$TRE) oe kpldRATgdumed totdl serum IgE
concen@éiﬂﬁseﬁﬁ 'n&gslg"f‘ﬁf cétﬁl?%&mbére&-xﬁﬁh@@S’nttlol-anllz&g tFthe@rg’;roup (Flgure 10b). In

ant agonl st suc acti vat
EXPe”"iq'_‘t %LT‘R&AU%“E"%?'FQBOQH%% *@?‘sﬁé‘ﬁﬁ dL- F%%ﬁf %r”e%'h’bqt &('LWAPL'Lz‘!iF
5|gn|f|can$Iy fedudedadtblyseim lgHIcbiycehindtiohs tamtbared with Tiedr apptoprite 6bntrol antibody
e|n the IL-17RA-1L-17RB antagoni st is an
treatedgoa smFr&?u f protein. 3. The nethod of claim 2,
TWE'?Qélffﬁmtadé'Caﬁngé?h FRatae ™ §royp B lePar g% @ yvefenistologically analyzed.

Lung tissle aezﬁﬁhslv&erelgtEiBemtremmw PAS, aRE ieh torédtyd R¥hdMgistas described.

prevnou§Q1y % maé?pée fr%z;;trﬂ,grﬁlwgﬂ -Eglftragﬁﬁqh%n?ig%ﬁg {L_—%WJ'}HA? iornﬁ-z% but not
to IL-17Aer KrFiresidnificardly egsiuerd initamhation beprgsdn thisshouse 61VA asttina model
(ﬁgwehﬂhlblted 5. The nethod of any one of clains 1 - 4

t
TRt a0 B ere g e Ao BTN ) 0 i P g A 7RA mas
M751, arettibeRSahAlMaT Shsidhificantyrdecneasedemyltipts pafdneateraobinfammation in this
mouse aeﬂl.@hec% as&n%ﬁksﬁ %lcﬁrsorg%';rbéad é%"aoMQdeq:erbéﬂ&%n'aggnﬂgnmatlon

conditions Eﬁh— as Fﬁtﬁma i hqupa In mﬁsti_treq_m@t WIBQSEQM ILI17AfQAb W@-’I:L 17F mAb
did not $iftantgrdareasmidfidNhatidn inAhigetddeldTrak, IL12Biabd tts regeptors IL-17RB and
IL-17RA payld B ih 'me?i%ﬁg; Hi%ﬁﬁéwﬁ Il this MOGEPOOR 2GRTE 'm%%ﬁfl

activation in 0, nprising exposing a ce

expressing at | east IL 17RA and IL-17RB to an

| L-17RA-1 L- 17RB ant agoni st such that activation of an

| L-17RA-1L-17RB heteroneric receptor conplex by IL-25

is partially or fully inhibited. 8. The nethod of

claim7, wherein the IL-17RA-1L-17RB antagoni st is an

antigen binding protein. 9. The nethod of claimS8,

wherein the antigen binding protein binds the

I L-17RA-1L-17RB heteroneric receptor conplex or a

subunit thereof. 10. The nmethod of any one of clains 7

- 9 wherein formation of an IL-17RA-1L-17RB

het eromneri c
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receptor conplex is partially or fully inhibited. | 1.
The nmethod of any one of clains 7 - 10 wherein rel ease
wo@tooati3d9e@st one proinflamuatory nediator i s peeT/USL009/001085
or fully inhibited. 12. The nmethod of claim 11,
wherein the proinflammatory nmediator is selected from
What isclgiinegriiup consisting of: IL-5, IL-6, IL-8, |L-13,

1. @rkdtdod dENRIRing (BM7RAE L-1ER B REterdMieiSaceptbr ébn'h).lex-EBlﬁ_VQtlon comprising
exposmgg ce}ﬂlﬁ.@rﬁwg 859%% IL-#RACﬁqg IWF%Q tg %Lﬁ?@%ﬁﬁaen}a&owst such that

activatianipd an Ii.»117RRAL11IZRMRBrommag@aptsrtcomlea@mw%rs@ar@dllymftdhmhlblted
i ndi vidual afflicted with an aut oi mmune or

2. The maWﬁ%PfocH%imdi \sf'éeé%theilar”%& HEERItRGSNISKE AR ARUPSN binding protein.
s HruehareaRA Mg e sniasmbnaioqiron age g 1 FRAIL 17R8

heterom@és Ecepttraromplk ooz skbuniSpadobnme ( ARDS), respiratory
di stress syndrone, bronchitis, and ai

4. Ao eethed gbanyiope AEEAIMs d svt veerein farmetipnaf ?ai/l-ﬂr%'ééa RB heteromeric

recepto€édifhekiiDftftifiy 6t fudSnHikepl ratory syncytial virus (RSV),
par ai nfl uenza virus (PI'V), rhinovirus (RV) and
5. Ablemethbd ofsany Bne diodaimet hddvhefeircleassof E8least ohd proinfianmatory

mediatob Eg,ahlg"ylgr 'inlh'bi‘tgd?B antagoni st partially or fully
re

uces or me I orates the signs and/or synptons of
6. rRemapb@biBmitA 8, Wiieréif tleaRamafinatdl FRAIERY is selected from the group

consisting of: IL-5, IL-6, IL-8, IL-13, CXCL1, CXCL2, GM-CSF, G-CSF, M-CSF, IL-18, TNFa, RANK-L,
LIF, PGE2, IL-12, MMP3, MMP9, GROaq, and NO.

7. A method of inhibiting IL-17RA-IL-17RB heteromeric receptor complex activation in vivo,
comprising exposing a cell expressing at least IL-17RA and IL-17RB to an IL-17RA-IL-17RB
antagonist such that activation of an IL-17RA-IL-17RB heteromeric receptor complex by IL-25 is
partially or fully inhibited.

8. The method of claim 7, wherein the IL-17RA-IL-17RB antagonist is an antigen binding protein.

9. The method of claim 8, wherein the antigen binding protein binds the IL-17RA-IL-17RB
heteromeric receptor complex or a subunit thereof.

10. The method of any one of claims 7 - 9 wherein formation of an IL-17RA-IL-17RB heteromeric

receptor complex is partially or fully inhibited.

11. The method of any one of claims 7 - 10 wherein release of at least one proinflammatory
mediator is partially or fully inhibited.

12. The method of claim 11, wherein the proinflammatory mediator is selected from the group
consisting of: IL-5, IL-6, IL-8, IL-13, CXCL1, CXCL2, GM-CSF, G-CSF, M-CSF, IL-18, TNFa, RANK-L,
LIF, PGE2, IL-12, MMP3, MMP9, GROq, and NO.

13. The method of ariy one of claims 7 - 12, wherein the IL-17RA-IL-17RB antagonist is
administered to an individual afflicted with an autoimmune or inflammatory disease.

14, The method of claim 13, wherein the autoimmune or inflammatory disease is selected from the
group consisting of Acute Respiratory Disorder Syndrome (ARDS), respiratory distress syndrome,
bronchitis, and airway hyperresponsiveness associated with viral-induced conditions such as
respiratory syncytial virus (RSV), parainfluenza virus (PIV), rhinovirus (RV) and adenovirus.
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15. The method of claims 13 or 14, wherein the IL-17RA-IL-17RB antagonist partially or fully
reduces or ameliorates the signs and/or symptoms of the autoimmune or inflammatory disease.
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